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Title  21 — Food  and  Drugs 

CHAPTER  I — FOOD  AND  DRUG  ADMINIS¬ 
TRATION,  DEPARTMENT  OF  HEALTH, 

EDUCATION,  AND  WELFARE 

SUBCHAPTER  A— GENERAL 

{Docket  No.  75N-0072] 

PART  1— REGULATIONS  FOR  THE  EN¬ 
FORCEMENT  OF  THE  FEDERAL  FOOD, 

DRUG.  AND  COSMETIC  ACT  AND  THE 

FAIR  PACKAGING  AND  LABELING  ACT 

Labeling;  Failure  To  Reveal  Material  Facts 

In  the  Federal  Register  of  September 
1€,  1974  (39  FR  33229) ,  the  Commissioner 
of  Food  and  Drugs  proposed  a  revision  of 
§  1.3  (21  CFR  1.3),  which  deals  with  the 
circumstances  under  which  a  difference 
of  opinion  among  experts  as  to  the  truth 
erf  a  representation  made  in  labeling  must 
be  revealed  in  such  labeling  in  order  to 
prevent  such  labeling  from  being  mis¬ 
leading.  The  proposed  revision  was 
prompted  by  the  opinion  rendered  by  the 
United  States  Court  of  Appeals  for  the 
First  Circuit  in  Bradley  v.  Weinberger, 
483  F.  2d  410  (1st  Cir.  1973),  which  di¬ 
rected  that  the  Commissioner  consider 
this  regulation  in  light  of  the  statutory 
requirements  for  substantial  evidence  of 
effectiveness  for  new  drugs  added  to  the 
Federal  Food,  Drug,  and  Cosmetic  Act  by 
the  Drug  Amendments  of  1962  and  in  re¬ 
lation  to  the  misbranding  provisions  of 
the  act.  The  Commissioner  is  issuing  a 
final  regulation  on  this  matter,  effective 
August  6,  1975. 

Forty-four  comments  were  received, 
from  individual  physicians,  food  and 
drug  firms  and  trade  associations,  the 
Committee  on  the  Care  of  the  Diabetic 
which  had  initiated  the  Bradley  litiga¬ 
tion,  and  the  Department  of  Social  Serv¬ 
ices  of  the  State  of  New  York.  The  com¬ 
ments  received  and  the  Commissioner’s 
conclusions  are  as  follows. 

1.  Two  comments  pointed  out  that 
the  proposal  erroneously  included  the 
term  “misbranded-’  rather  than  “mis¬ 
leading”  in  §  1.3  (a  > . 

The  Commissioner  concurs  and  has 
revised  the  final  regulation  accordingly. 

2.  Comments  contended  that  proposed 
$  1.3(a)  exceeded  the  agency’s  author¬ 
ity  granted  under  section  201(n)  of  the 
act  by  establishing  a  per  se  offense  if  it 
is  shown  that  the  labeling  fails  to  dis¬ 
close  material  facts.  The  comments  con¬ 
tended  that  the  statute  also  requires 
that,  for  a  violation  to  occur,  the  omis¬ 
sion  of  the  particular  material  facts  must 
also  be  shown  to  be  misleading.  It  was 
contended  that  the  extent  of  omissions 
of  material  fact  may  properly  be  taken 
into  account  in  evaluating  product  label¬ 
ing.  and  that  the  Bradley  case  explicitly 
anticipated  the  exercise  of  administrative 
discretion.  The  comments  argued  that 
the  regulation  reflects  an  inflexible  ap¬ 
proach  whereas  the  law  was  designed  to 
express  a  flexible  approach. 

These  comments  construe  too  narrowly 
the  applicable  statutory  scheme.  The  act 
provides  that  a  food,  drug,  device,  or 
cosmetic  is  misbranded  if  its  labeling  is 
false  or  misleading  in  any  particular. 
The  courts  have  uniformly  held  that  a 
single  misleading  representation  is  suffi¬ 
cient  to  render  a  product  misbranded. 


The  phrase  “among  other  things"  con¬ 
tained  in  section  201(n)  is  not  a  limit 
upon  the  statutory  standard  and  does  not 
require  that  there  must  be  “other  things" 
that  are  misleading  in  a  product's  label¬ 
ing  before  it  can  be  deemed  misbranded. 
The  courts  have  also  recognized  that  par¬ 
tial  or  half-truths  may  render  labeling 
misleading  in  violation  of  the  act.  Once 
it  is  determined  that  a  material  fact  is 
omitted  from  a  product's  labeling,  it  is 
not  necessary  to  inquire  further  into 
whether  the  affirmative  representations 
made  in  the  labeling  are  otherwise  false 
or  misleading. 

The  Commissioner  also  notes  that 
section  201  (n)  of  the  act  is  not  merely 
discretionary,  since  it  provides  that  omis¬ 
sions  of  material  fact  “shall”  be  consid¬ 
ered  in  determining  whether  product 
labeling  is  misleading.  See  Research 
Laboratories,  Inc.  v.  United  States,  167 
F.  2d  410  (9th  Cir.  1948),  cert,  denied, 
335  UB.  843  (1948). 

This  does  not  mean,  however,  that 
any  omission  of  fact  will  render  a  prod¬ 
uct  misbranded.  In  determining  whether 
labeling  is  misleading  because  of  a  fail¬ 
ure  to  disclose  some  fact,  section  201  (n) 
specifies  that  the  fact  omitted  must  be 
“material".  Trivial  or  insignificant  facts 
about  a  product,  such  as  the  date  of  its 
invention,  are  not  material.  Common 
sense  and  an  appropriate  regard  for  the 
right  of  consumers  to  be  informed  about 
the  products  they  buy  will  guide  the 
Commissioner’s  determinations  of  what 
facts  about  a  product  are  material. 

3.  A  comment  suggested  that  §  1.3(a) 
(1)  be  revised  to  make  it  clear  that  each 
piece  of  labeling  must  be  considered  on 
its  own,  so  that  the  contents  of  one  piece 
of  labeling  will  not  be  regarded  as  requir¬ 
ing  affirmative  disclosure  of  Information 
in  a  subsequent  piece  of  labeling  for  a 
different  use. 

The  Commissioner  advises  that  each 
piece  of  labeling  will  be  subject  to  indi¬ 
vidual  evaluation.  The  Commissioner 
concludes  that  this  Interpretation  is  in¬ 
herent  in  the  regulation  as  worded,  and 
therefore  that  no  change  is  warranted. 

4.  One  comment  stated  that  $  1.3  is 
inconsistent  with  recent  Food  and  Drug 
Administration  regulations  governing 
nutrition  labeling.  The  comment  con¬ 
tended  that  the  affirmative  requirements 
of  S  1.17  with  respect  to  nutrition  label¬ 
ing  prohibit  the  inclusion  of  certain  sig¬ 
nificant  information,  resulting  in  the 
failure  to  reveal  material  facts. 

The  Commissioner  does  not  agree  with 
this  comment.  Section  1.17  was  specifi¬ 
cally  proposed  and  promulgated,  with 
ample  time  for  public  comment  on  two 
separate  occasions,  to  include  all  sig¬ 
nificant  and  material  information  relat¬ 
ing  to  nutrition.  The  Commissioner  be¬ 
lieves  that  no  material  facts  are  excluded. 
Any  interested  person  may  petition  the 
Food  and  Drug  Administration  to  amend 
§  1.17  to  permit  disclosure  of  material 
facts  that  he  believes  are  presently  ex¬ 
cluded. 

5.  Two  comments  questioned  inclusion 
of  foods  in  proposed  §  1.3,  pointing  out 
that  the  major  focus  of  the  preamble 
dealt  with  drug  warnings.  The  comments 


suggested  that,  where  safety  is  not  the 
issue,  existing  food  labeling  regulations 
adequately  control  failure  to  reveal 
material  facts,  and  therefore  that  food 
should  be  excluded  from  the  final  regula¬ 
tion. 

The  Commissioner  points  out  that  sec¬ 
tion  201(n)  of  the  act  applies  to  all  arti¬ 
cles  within  the  jurisdiction  of  the  Food 
and  Drug  Administration,  including  food, 
and  that  section  403(a)  provides  that 
food  labeling  shall  not  be  false  or  mis¬ 
leading  in  any  particular.  The  Commis¬ 
sioner  has,  on  prior  occasions,  issued 
regulations  pursuant  to  section  201  (n)  of 
the  act  affecting  food,  e.g.,  §  1.17  relat¬ 
ing  to  nutrition  labeling  and  Part  102 
dealing  with  food  names.  In  particular, 
food  warnings  have  also  been  required 
pursuant  to  this  seotion,  as  published  in 
the  Federal  Register  of  March  3,  1975 
(40  FR  8912).  Accordingly,  the  Commis¬ 
sioner  concludes  that  it  would  be  in¬ 
appropriate  to  exempt  food  from  the  pro¬ 
visions  of  §  1.3. 

6.  A  comment  contended  that  only 
section  201  (n)  of  the  act  can  require 
affirmative  disclosure,  and  that  the  Food 
and  Drug  Administration  cannot  issue  a 
regulation  under  section  701(a)  of  the 
act  requiring  such  affirmative  disclosure. 
The  comment  therefore  requested  that 
§  1.3(b)  be  revised  to  state  that  affirma¬ 
tive  disclosure  is  required  pursuant  to 
the  act,  not  “pursuant  to  paragraph  (a) .” 
Another  comment  asked  whether  the 
regulations  are  intended  to  be  interpre¬ 
tive  or  substantive. 

The  Commissioner  does  not  agree  with 
the  first  of  these  comments.  The  au¬ 
thority  to  require  affirmative  disclosure 
rests  on  sections  201(n),  403(a),  502(a), 
and  602(a)  of  the  act.  Section  701(a) 
of  the  act  explicitly  authorizes  the  Com¬ 
missioner  to  issue  authoritative  regula¬ 
tions,  having  the  full  force  and  effect  of 
law,  to  implement  the  other  provisions  of 
the  act.  See  The  National  Nutritional 
Foods  Association  and  Solgcr  Co.,  Inc. 
v.  Weinberger,  512  F.  2d  688  (2d  Cir. 
1975) ;  Weinberger  v.  Hynson,  Westcott 
&  Dunning,  Inc.,  412  U.S.  609,  621-625 
(1973) ;  Weinberger  v.  Bentex  Pharma¬ 
ceuticals,  Inc.,  412  U.S.  645  (1973) ;  Ab¬ 
bott  Laboratories  v.  Gardner,  387  UJS. 
136,  151-152  (1967) ;  Ciba-Geigy  Co.  v. 
Richardson,  446  F.  2d  466,  468  (2d  Cir. 
1971) ;  and  Mourning  v.  Family  Publi¬ 
cations  Services,  Inc.,  411  U.S.  356,  369 
(1973). 

Accordingly,  the  Commissioner  con¬ 
cludes  that  a  regulation  issued  pursuant 
to  section  701(a),  if  upheld  upon  court 
review,  may  lawfully  require  affirmative 
disclosure  in  accordance  with  the  statute. 
There  is  therefore  no  need  for  a  revision 
of  §  1.3(b)  in  this  respect. 

7.  A  comment  objected  to  use  of  the 
term  “permit  or  require”  in  §  1.3(c)  on 
the  ground  that  it  is  ambiguous.  The 
comment  suggested  that  this  phrase 
could  be  construed  to  mean  that  the 
proposed  regulation  itself  neither  per¬ 
mits  nor  requires  opinion  statements, 
but  rather  leaves  that  decision  to  the  dis¬ 
cretion  of  each  manufacturer.  It  was  also 
suggested  that  the  words  “or  require” 
are  surplusage  and  should  be  deleted. 
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The  Commissioner  agrees  that  the 
words  “or  require”  are  surplusage  and  ac¬ 
cordingly  has  deleted  them  from  the  final 
regulation. 

8.  Comments  expressed  concern  that 
the  proposed  revision  of  $  1.3(c)  would 
restrict  the  free  expression  of  honest  and 
valid  scientific  opinion.  It  was  contended 
that  there  are  and  will  be  many  areas  of 
medical  practice  where  controversy  exists 
and  that,  in  such  cases,  complete  commu¬ 
nication  of  such  controversy  enhances 
the  physician’s  knowledge  and  decision¬ 
making  process.  One  comment  opposed 
the  proposed  revision  of  5  1.3(c)  on  the 
ground  that  it  would  require  a  one-sided 
viewpoint  in  labeling  and  that  physicians 
“will  be  virtually  told  what  to  think,  be¬ 
lieve,  and  do.”  It  was  contended  that 
physicians  must  be  free  to  draw  their 
own  conclusions  from  facts  presented  in 
drug  labeling. 

The  Commissioner  concludes  that  these 
comments  do  not  accurately  reflect  the 
role  Congress  established  for  drug  label¬ 
ing  in  the  Federal  Food,  Drug,  and  Cos¬ 
metic  Act.  As  was  discussed  fully  in  the 
preamble  to  proposal,  the  law  requires 
labeling  to  Include  warnings  about  both 
potential  and  verified  hazards.  Moreover, 
the  law  permits  labeling  statements  with 
respeet  to  safety  only  if  they  are  sup¬ 
ported  by  scientific  evidence  and  are  not 
false  or  misleading  in  any  particular,  and 
permits  labeling  statements  about  ef¬ 
fectiveness  only  if  they  are  supported  by 
"substantial  evidence”,  which  is  defined 
as  “adequate  and  well-controlled  investi¬ 
gations,  including  clinical  investigations.” 

Accordingly,  labeling  is  not  Intended  to 
be  a  dispositive  treatise  of  all  possible 
medical  opinion  about  a  drug.  It  is,  in¬ 
stead,  intended  to  advise  about  poten¬ 
tial  hazards  and  convey  documented 
statements  with  respect  to  safety  and  ef¬ 
fectiveness. 

This  statutory  scheme  for  drug  label¬ 
ing  in  no  way  impedes  communication  of 
significant  medical  information  to  the 
medical  profession.  There  are  many  dif¬ 
ferent  forums  for  the  expression  of  sci¬ 
entific  opinion  and  debate.  The  opinions 
of  individual  physicians  on  such  matters 
can  be,  and  are,  thoroughly  and  ade¬ 
quately  discussed  through  medical  jour¬ 
nals,  treatises,  meetings  of  professional 
associations,  and  other  similar  events. 

The  Commissioner  shares  the  concern 
of  all  persons  that  communication  of  sig¬ 
nificant  medical  information  be  encour¬ 
aged,  not  restricted.  He  concludes,  how¬ 
ever  that  this  is  not  a  proper  basis  for 
including  in  labeling  a  discussion  of  all 
controversial  issues  related  to  the  safety 
and  effectiveness  of  a  drug.  Not  infre¬ 
quently,  there  are  several  points  of  view 
on  a  single  issue.  Congress  wisely  con¬ 
cluded  that  potential  hazards,  as  well  as 
known  hazards,  should  be  included  in 
labeling  in  order  to  warn  physicians 
about  possible  adverse  reactions.  Inclu¬ 
sion  of  conflicting  opinions  about  such 
warnings  would  result  in  such  uncer¬ 
tainty  and  confusion  that  the  usefulness 
of  such  warnings  in  protecting  the  pub¬ 
lic  against  possible  harm  would  be  se¬ 
verely  undermined,  if  not  destroyed. 

Although  the  opinions  of  individual 
physicians  are  honest  and  may  turn  out 


to  be  valid,  it  Is  recognized  by  leading 
doctors,  the  Congress,  and  the  Supreme 
Court  that  “impressions  or  beliefs  of 
physicians,  no  matter  how  fervently  be¬ 
lieved,  are  treacherous.”  See  Weinberger 
v.  Hynson,  Westcott  &  Dunning,  Inc.,  412 
U.S.  609,  619  (1973).  Accordingly,  the 
Commissioner  concludes  that  drug  label¬ 
ing  should  include  a  warning  whenever 
reasonable  evidence  exists  Indicating  an 
association  between  a  drug  and  a  serious 
hazard.  A  causal  relationship  need  not 
have  been  proved.  Moreover,  statements 
about  the  safety  or  effectiveness  of  a 
drug  must  be  based  upon  adequate  scien¬ 
tific  evidence  which,  in  the  case  of  effec¬ 
tiveness,  requires  adequate  and  well-con¬ 
trolled  clinical  investigations.  The  Com¬ 
missioner  concludes  that  this  is  in  full 
conformity  with  legal  requirements. 

9.  One  comment  objected  to  the  Com¬ 
missioner’s  conclusion  that  scientific 
debate  concerning  drug  effectiveness  and 
drug  warnings  is  better  pursued  in  pro¬ 
fessional  journals  than  in  drug  labeling. 
The  comment  stated  that  this  policy  Is 
inconsistent  since  it  acknowledges  the 
importance  of  current  medical  debate  to 
physicians  yet  prohibits  use  of  one  of 
the  best  means  of  Informing  physicians, 
namely,  drug  labeling. 

The  Commissioner  does  not  agree  with 
this  comment.  As  explained  above,  the 
purpose  of  drug  labeling  Is  to  convey 
clear  and  unambiguous  warnings  about 
potential  health  hazards  to  physicians, 
in  a  way  that  1s  likely  to  be  read  and 
immediately  understood.  To  accomplish 
this  purpose,  it  is  essential  that  warnings 
be  straightforward  and  unencumbered. 
Qualifications  and  conflicting  opinions 
about  a  warning  would  seriously  reduce 
its  impact  on  the  medical  profession. 

The  Commissioner  notes,  and  the  com¬ 
ment  agrees,  that  some  doctors  have 
limited  time  to  devote  to  medical  Jour¬ 
nals  and  other  forums  for  debate  on 
medical  issues.  If  labeling  were  to  be 
transformed  into  a  forum  for  conflicting 
medical  opinions,  it  is  doubtful  that 
physicians  would  have  any  greater  time 
to  study  it  than  to  study  the  material 
now  intended  to  perform  that  function. 
Accordingly,  the  Commissioner  concludes 
that  it  is  important  that  drug  labeling 
continue  to  be  as  concise  and  clear  as 
possible.  For  this  reason,  the  Commis¬ 
sioner  has  recently  proposed  in  the  Fed¬ 
eral  Register  of  April  7,  1975  (40  FR 
15392),  a  new  format  for  prescription 
drug  labeling,  i.e.,  the  package  insert. 

10.  A  comment  specifically  objected  to 
the  Commissioner’s  conclusion  that  a 
clear  and  unambiguous  warning  must  be 
included  in  labeling  even  though  there 
is  “serious  medical  and  scientific  doubt” 
about  it.  The  comment  contended  that 
this  position  demeans  the  ability  of 
physicians  to  digest  and  interpret  ma¬ 
terial  presented  in  drug  labeling.  It  was 
suggested  in  the  comment  that  an  un¬ 
qualified  warning  would  likely  be  based 
upon  more  weighty  evidence  than  "a 
mere  suggestion”  of  a  potential  for  dan¬ 
ger  unaccompanied  by  proof  of  causal 
relationship. 

The  Commissioner  reiterates  that  this 
comment  is  based  upon  a  misunder¬ 
standing  of  the  legal  requirements  for 


drug  label  warnings.  The  statute  requires 
that  a  warning  be  placed  on  the  label 
when  there  is  a  potential  hazard,  as 
well  as  when  there  is  proof  of  a  causal 
relationship  between  the  hazard  and 
the  drug.  The  congressional  requirement 
of  a  clear  drug  warning  under  these  cir¬ 
cumstances  assures  that  a  potential  haz¬ 
ard  will  be  brought  to  the  attention  of 
physicians  in  straightforward  and  con¬ 
cise  terms.  Physicians  will  then  be  in  a 
position,  if  they  wish  to  do  so,  to  pursue 
additional  information  through  normal 
educational  sources,  such  as  treatises 
and  medical  journals.  Accordingly,  the 
requirement  for  a  clear  drug  warning  in 
no  way  demeans  the  ability  of  physicians 
but  rather  recognizes  the  traditional  dif¬ 
ference  between  drug  labeling  and  edu¬ 
cational  material. 

11.  A  comment  contended  that  the  leg¬ 
islative  history  of  section  201  (n)  of  the 
act  requires  that  differences  of  opinion 
relating  to  material  facts  be  Included 
in  labeling.  The  comment  cited  the  1938 
House  Report  on  the  legislation,  sug¬ 
gesting  that  misleading  labeling  may  be 
corrected  by  a  qualifying  statement  re¬ 
vealing  differences  of  opinion.  The  com¬ 
ment  stated  that  Congress  anticipated 
that  including  both  sides  of  a  contro¬ 
versy  on  the  label  would  be  appropriate 
where  the  representations  of  curative 
value  in  drug  labeling  have  only  narrow 
and  limited  support. 

The  Commissioner  concludes  that  this 
comment  was  fully  answered  in  the  pre¬ 
amble  to  the  proposal.  The  legislative 
history  demonstrates  that,  in  1938,  Con¬ 
gress  concluded  that  the  only  feasible 
means  of  resolving  conflicting  opinion 
with  respect  to  drug  labeling  claims  was 
to  require  that  both  positions  be  stated 
in  the  labeling.  By  the  1960’s,  however, 
the  medical  community  and  Congress 
concluded  that  drug  effectiveness  was 
subject  to  a  higher  standard,  namely, 
scientific  proof.  Thus,  the  law  was 
amended  in  1962  to  require  that  all  la¬ 
beling  claims  of  effectiveness  be  sup¬ 
ported  by  “substantial  evidence”,  which 
is  defined  to  mean  adequate  and  well- 
controlled  clinical  investigations. 

12.  A  comment  stated  that  the  pro¬ 
posed  revision  constituted  a  repeal  of  the 
“fair  balance”  doctrine  concerning  the 
merits  or  demerits  of  a  drug  in  clinical 
use. 

This  issue  was  fully  discussed  in  the 
preamble  to  the  proposal  and  no  new 
information  was  provided  in  the  com¬ 
ment.  The  statutory  standard  of  “fair 
balance”  applies  only  to  determining 
whether  advertising  for  a  prescription 
drug  constitutes  a  true  statement  of  in¬ 
formation  relating  to  side  effects,  con¬ 
traindications,  and  effectiveness.  The 
Commissioner  believes  that  drug  label¬ 
ing  must  be  informative  and  objective 
and,  in  this  sense,  must  present  a  bal¬ 
anced  statement  of  the  essential  infor¬ 
mation  about  drug  products.  This  posture 
is  entirely  consistent  with  the  position 
embodied  In  i  1.3,  namely,  that  warn¬ 
ings  about  possible  hazards  associated 
with  the  use  of  a  drug  must,  to  be  effec¬ 
tive,  remain  undiluted  by  expressions  of 
opinion  discounting  the  risk. 
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Furthermore,  the  Commissioner  notes 
that  the  doctrine  of  “fair  balance*  does 
not  permit  drug  advertising  to  contain 
conflicting  medical  opinion  with  respect 
to  claims  of  safety  and  effectiveness.  Ac¬ 
cordingly,  even  if  it  were  properly  ap¬ 
plicable  to  drug  labeling,  that  doctrine 
would  not  Justify  the  result  requested  in 
the  comment.  There  is  no  support  in 
the  statute  or  drug  advertising  regula¬ 
tions  for  the  proposition  that  data  ob¬ 
tained  from  adequate  and  well-con¬ 
trolled  clinical  studies  must  or  may  be 
“balanced”  by  the  unsubstantiated  opin¬ 
ions  of  individuals. 

13.  A  comment  cited  §  202.1(a) 
(6)  (viii)  of  the  agency’s  drug  advertis¬ 
ing  regulations  (21  CFR  202.1(a)(6) 
(viii) ) ,  which  states  that  a  drug  adver¬ 
tisement  is  misleading  if  it  uses  a  state¬ 
ment  by  a  recognized  authority  that  is 
apparently  favorable  about  a  drug  but 
fails  to  refer  to  concurrent  or  more  re¬ 
cent  unfavorable  statements  or  data 
from  the  same  author  on  the  same  sub¬ 
ject,  as  an  example  of  regulatory  recog¬ 
nition  of  differences  of  medical  opinion. 

The  Commissioner  concludes  that  the 
cited  portion  of  the  drug  advertising 
regulations  is  not  relevant  to  the  provi¬ 
sions  of  $  1.3(c) .  That  section  is  one  of  a 
list  of  some  20  examples  of  situations 
where  drug  advertising  may  be  mislead¬ 
ing.  It  did  not  attempt  to  state  those 
situations  where  the  opinion  of  experts 
would  be  permitted  in  labeling  or  adver¬ 
tising.  It  was  intended  only  to  state  that 
it  would  be  false  or  misleading  to  quote 
part  of  a  person’s  opinion  without  quot¬ 
ing  all  of  it. 

On  the  other  hand,  §  1.3(c)  is  intended 
to  deal  precisely  with  the  question  not 
considered  in  §  202.1(a)  (6)  (viii) ,  namely, 
when  medical  opinion,  and  particularly 
a  difference  in  medical  opinion,  may 
properly  be  used  in  drug  labeling. 

Accordingly,  the  Commissioner  con¬ 
cludes  that  there  is  no  conflict  between 
these  provisions. 

14.  A  number  of  comments  objected  to 
the  application  of  the  “substantial  evi¬ 
dence  of  effectiveness”  test  to  all  drugs, 
old  and  new.  It  was  argued  that  this  test 
applies  only  to  new  drugs  marketed  under 
section  505  of  the  act.  The  comments 
stated  that  the  test  was  not  incorporated 
in  section  502  of  the  act. 

As  explained  in  the  preamble  to  the 
proposal,  it  is  the  conclusion  of  the  Com¬ 
missioner  that  a  drug  is  misbranded 
under  section  502(a)  of  the  act  if  any 
labeling  statement  represents  or  suggests 
that  the  drug  is  effective  for  any  use  for 
which  its  efficacy  has  not  been  proved  by 
contemporary  standards  of  scientific  in¬ 
vestigation.  In  short,  a  drug  is  mis¬ 
branded  if  its  labeling  makes  claims  that 
have  not  been  properly  substantiated. 
Consumers  of  drugs  and  physicians  who 
prescribe  them  are  entitled  to  expect  that 
claims  of  effectiveness  will  not  be  made 
without  such  verification.  The  definition 
of  “substantial  evidence”  of  effectiveness 
in  section  505(d)  represents  as  authori¬ 
tative  congressional  approval  of  scien¬ 
tifically  accepted  standards  of  drug  test¬ 
ing,  namely,  adequate  and  wen -con¬ 
trolled  investigations. 


The  “substantial  evidence”  standard 
clearly  reflects  prevailing  scientific  and 
medical  views  on  the  type  of  information 
necessary  to  establish  drag  effectiveness. 
Accordingly,  claims  of  effectiveness  for 
any  drug  based  upon  medical  opinion, 
without  substantial  evidence  of  effective¬ 
ness,  would  be  false  or  misleading.  As  the 
Supreme  Court  recognized  in  the  Hynson 
case: 

The  “substantial  evidence”  requirement  re¬ 
flects  tbe  conclusions  of  Congress,  based  upon 
hearings,  that  clinical  Impressions  of  prac¬ 
ticing  physicians  and  poorly  controlled  ex¬ 
periments  do  not  constitute  an  adequate 
basis  for  establishing  efficacy. 

The  Commissioner  is  of  the  view  that 
the  scientific  standard  of  “substantial 
evidence  of  effectiveness”  applies  to  all 
drugs,  both  old  and  new.  The  Supreme 
Court  explicitly  recognized  in  Weinber¬ 
ger  v.  Bentex  Pharmaceuticals,  Inc.,  412 
U.S.  645  (1973) ,  that  “the  reach  of  scien¬ 
tific  inquiry  under  both  section  505(d) 
and  under  section  201  (p)  is  precisely  the 
same.”  It  is  thus  clear  that  the  standards 
established  by  Congress  for  new  drugs 
were  intended  to  apply  equally  to  old 
drugs. 

Accordingly,  the  Commissioner  con¬ 
cludes  that  no  change  in  $  1.3(c)  is 
warranted. 

15.  A  comment  contended  that  the 
Drug  Amendments  of  1962  were  not  in¬ 
tended  to  make  clinical  experience  to¬ 
tally  irrelevant,  but  rather  to  require 
substantial  evidence  as  a  prerequisite  for 
initial  marketing  of  ap  roduct.  The  com¬ 
ment  suggested  that  a  drug  approved 
prior  to  1962  and  used  extensively  there¬ 
after  may  develop  post-1962  clinical  ex¬ 
perience  which  is  relevant  even  though 
not  “adequate  and  well-controlled.”  It 
was  suggested  that  such  clinical  experi¬ 
ence  would  be  pertinent  to  physicians  in 
prescribing  the  drug  and  would  supply 
material  facts  about  the  drug’s  effec¬ 
tiveness. 

The  Commissioner  concurs  that  such 
clinical  experience  may,  under  some  cir¬ 
cumstances,  be  relevant.  For  example, 
such  experience  is  often  the  source  of 
initial  information  on  possible  new  indi¬ 
cations  or  on  the  need  for  additional 
warnings.  In  accordance  with  the  stat¬ 
ute,  however,  any  new  indications  must 
be  supported  by  substantial  evidence  be¬ 
fore  they  may  properly  be  used  in  label¬ 
ing.  On  the  other  hand,  such  clinical  ex¬ 
perience  may  well  be  sufficient  to  justify 
an  additional  drug  warning  as  a  poten¬ 
tial  hazard,  even  before  a  causal  rela¬ 
tionship  is  proved,  for  the  reasons  already 
discussed  above.  The  Commissioner 
therefore  concludes  that  modification  of 
§  1.3(c) ,  is  not  warranted  in  this  respect. 

16.  A  comment  contended  that,  be¬ 
cause  present  drug  labeling  contains  too 
many  possible  reactions,  physicians  are 
confused  about  the  relative  importance 
of  the  possible  hazards  involved.  The 
comment  stated  that  the  proposed  revi¬ 
sion  of  S  1.3(c)  would  compound  this 
situation  by  precluding  helpful  informa¬ 
tion  of  this  type. 

The  Commissioner  advises  that  §  1.3(c) 
will  not  preclude  or  hinder  specific  infor¬ 


mation  concerning  the  degree  of  scien¬ 
tific  certainty  about  a  possible  hazard, 
e  g.,  whether  it  is  a  potential  or  docu¬ 
mented  hazard,  or  its  frequency  or  sever¬ 
ity.  Indeed,  the  proposed  new  regulations 
governing  the  package  insert  specifically 
provide  for  such  information.  The  sole 
purpose  of  §  1.3(c)  is  to  require  warnings 
that  are  unencumbered  by  differing  state¬ 
ments  of  opinion,  in  order  to  prevent  drug 
labeling  that  would  diminish  the  impact 
of  such  warnings. 

17.  Several  comments  pointed  out  that 
the  preamble  to  the  proposal  acknowl¬ 
edged  that  the  degree  of  scientific  cer¬ 
tainty  about  a  possible  hazard,  or  its  fre¬ 
quency  of  occurrence  or  other  related 
information,  may  accompany  or  be  part 
of  a  warning.  It  was  suggested  that  this 
is  inconsistent  with  the  basic  prohibition 
of  §  1.3(c)  against  communicating  un¬ 
certainty  about  the  very  existence  of  the 
possibility  of  hazard.  Some  comments 
stated  that  this  required  that  a  difference 
of  opinion  as  to  the  existence  of  a  pos¬ 
sibility  of  danger  must  itself  be  the  sub¬ 
ject  of  label  explanation.  Another 
comment  stated  that  the  final  regulation 
should  explicitly  recognize  the  principle 
stated  in  the  preamble  to  the  proposal. 
A  related  comment  argued  that  it  was 
inconsistent  for  the  agency  to  assert  that 
warnings  must  be  clear  and  unambigu¬ 
ous,  while  at  the  same  time  acknowledg¬ 
ing  that  such  warnings  apply  to  poten¬ 
tial  or  possible  dangers  without  proof  of 
causal  relationships. 

The  Commissioner  advises  that  there  is 
a  major  difference  between  including  the 
best  available  information  on  the  degree 
of  scientific  certainty  about  a  possible 
hazard,  its  frequency,  severity,  and  other 
related  information,  and  incorporating 
conflicting  statements  of  differing  opin¬ 
ions  about  drug  hazards,  including  the 
existence  of  the  hazard  itself.  The  former 
permits  clear  and  unambiguous  informa¬ 
tion  of  use  to  the  medical  profession  in 
making  benefit-risk  decisions  on  drug 
prescribing.  The  latter  would,  as  dis¬ 
cussed  above,  create  confusion  and  un¬ 
certainty  about  the  need  to  be  concerned 
about  possible  drug  hazards. 

The  Commissioner  advises  that,  where 
medical  information  justifies  a  warning, 
the  law  requires  that  the  warning  must 
be  included  in  the  drug  labeling.  In  ac¬ 
cordance  with  the  provisions  of  the  pro¬ 
posed  new  regulation  governing  prescrip¬ 
tion  drug  package  inserts  published  in 
the  Federal  Recister  of  April  7, 1975  (40 
FR  15392) ,  “a  warning  shall  be  included 
in  labeling  as  soon  as  there  is  reasonable 
evidence  of  an  association  of  a  serious 
hazard  with  a  drug;  a  casual  relation¬ 
ship  need  not  have  been  proved.”  Dif¬ 
ferent  language  is  permitted  where  a 
causal  relationship  has  or  has  not  been 
established.  Those  proposed  regulations 
also  permit  the  inclusion  of  Information 
with  respect  to  frequency  and  severity  of 
hazards.  Thus,  the  information  in  the 
package  insert  is  permitted  to  state,  in 
very  clear  terms,  the  essential  informa¬ 
tion  on  which  the  warning  is  based.  In 
view  of  the  provisions  of  that  proposed 
regulation,  the  Commissioner  concludes 
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that  there  is  no  need  to  include  similar 
provisions  in  S  1.3(c). 

18.  A  comment  suggested  that  9  1.3(c) 
(2) ,  prohibiting  a  statement  of  difference 
of  opinion  with  respect  to  effectiveness 
unless  supported  by  substantial  evidence, 
is  inconsistent  with  §  201.200  of  the  regu¬ 
lations  (21  CFR  201.200) ,  which  requires 
that  certain  prescription  drugs  include  a 
box  warning  statement  reflecting  the  ef¬ 
fectiveness  evaluation  by  the  NAS/NRC 
Efficacy  Review.  The  comment  contended 
that  this  box  warning  reflects  differences 
of  medical  opinion,  and  proposed  that 
§  1.3(c)  exempt  those  drugs  whose  label¬ 
ing  has  been  revised  in  compliance  with 
§  201.200. 

The  Commissioner  concludes  that  it 
is  unnecessary  to  exempt  from  §  1.3(c) 
any  drug  labeling  that  complies  with 
§  201.200.  The  box  warning  required  by 
9  201.200  reflects  the  evaluation  of  the 
NAS/NRC,  with  which  the  Food  and 
Drug  Administration  concurs,  on  the  cur¬ 
rent  status  of  the  drug  involved.  The 
Commissioner  has  concluded,  and  §  201.- 
200(b)(1)  provides,  that  failure  to  dis¬ 
close  NAS/NRC  findings  constitutes  a 
failure  to  disclose  a  material  fact  with¬ 
in  the  meaning  of  section  201  (n)  of  the 
act.  Revision  of  9 1.3  in  accordance  with 
the  comment  would  be  inconsistent  with 
the  statute,  and  would  result  in,  rather 
than  prevent,  misbranding.  The  NAS/ 
NRC  box  warning  is  necessary  precisely 
because  it  alerts  the  physician  that  there 
is  a  lack  of  substantial  evidence  at  the 
present  time.  Accordingly,  there  is  no 
need  for  revision  of  §  1.3(c)  in  this 
respect. 

19.  A  comment  argued  that  adequate 
directions  for  use  cannot  be  provided,  as 
required  by  section  502(f)  of  the  act, 
if  differences  of  opinion  reflecting  medi¬ 
cally  and  scientifically  valid  information 
are  prohibited. 

The  Commissioner  does  not  agree  with 
this  comment.  A  clear  and  unambiguous 
warning  concerning  potential  serious 
hazards,  free  of  differing  opinions,  in  no 
way  conflicts  with  adequate  and  clear 
directions  for  use.  Indeed,  such  warnings 
against  potential  hazards  are  essential  to 
assure  that  directions  for  use  are  ade¬ 
quate  to  protect  patients  against  the 
possibility  of  serious  hazards. 

20.  Two  comments  expressed  concern 
that  9  1.3(c)  would  expose  doctors  to 
«erious  risk  of  malpractice  liability, 
since  a  physician  would  be  ill-advised  to 
disregard  a  clear  and  unambiguous 
warning.  The  comments  pointed  out  that 
a  package  insert  may  be  considered  by 
a  court  as  prima  facie  proof  of  a  phy¬ 
sician’s  negligence  if  the  physician  devi¬ 
ates  from  the  provisions  of  the  insert. 

The  Commissioner  concludes  that  this 
comment  provides  no  basis  for  revising 
proposed  9  1.3(c).  Nothing  in  9  1.3(c) 
detracts  from  the  obligation  of  each 
physician  to  exercise  his  best  medical 
judgment  in  prescribing  drugs  for  each 
of  his  patients.  The  Commission  has 
stated,  in  the  preamble  to  the  proposed 
regulation  on  the  legal  status  of  pack¬ 
age  inserts  published  in  the  Federal 
Register  of  August  15,  1972  (37  FR 
16503),  that  a  physician  who  deviates 
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from  the  package  insert  does  not  violate 
Federal  law  and  that  the  package  insert 
“is  not  intended  either  to  preclude  the 
physician  from  using  his  best  judgment 
in  the  interest  of  the  patient,  or  to  im¬ 
pose  liability  if  he  does  not  follow  the 
package  insert.”  A  warning  may  address 
potential  hazards,  not  just  documented 
hazards. 

The  Commissioner  recognizes  that 
drug  labeling  does  not  always  contain  the 
most  current  information  and  opinion 
available  to  physicians  about  a  drug. 
Advances  in  medical  knowledge  and 
practice  inevitably  precede  formal  sub¬ 
mission  of  proposed  new  labeling  by  the 
manufacturer,  and  approval  by  the  Food 
and  Drug  Administration.  Thus,  good 
medical  practice  and  patient  welfare  re¬ 
quire  that  physicians  remain  free  to  use 
drugs  according  to  their  best  knowledge 
and  judgment. 

The  Commissioner  is  not  authorized 
to  implement  the  provisions  of  the  act 
in  order  to  insulate  physicians  from  the 
possibility  of  malpractice  litigation.  Ac¬ 
cordingly,  the  fact  that  the  package  in¬ 
sert  is  frequently  accepted  as  evidence 
of  sound  medical  practice  is  not  suffi¬ 
cient  to  justify  a  change  in  §  1.3(c) . 

21.  A  comment  objected  to  the  appli¬ 
cability  of  §  1.3(c)  to  all  labeling,  as  de¬ 
fined  in  section  201  (m)  of  the  act,  since 
this  would  include  promotional  labeling 
and  educational  materials  and  thus 
“would  make  it  virtually  impossible  to 
develop  and  disseminate  meaningful  and 
informative  information  of  a  promotional 
or  nonpromotional  nature.”  It  was  sug¬ 
gested  that  §  1.3(c)  be  limited  to  pre¬ 
scription  drug  labels  and  package  inserts. 

The  Commissioner  rejects  this  sugges¬ 
tion.  It  is  important  that  all  drug  promo¬ 
tional  material  be  subject  to  the  same 
general  requirements.  Bona  fide  educa¬ 
tional  material  that  falls  outside  the 
category  of  labeling  is,  of  course,  not  sub¬ 
ject  to  the  requirements  of  the  act  and 
regulations. 

22.  Some  comments  included  views 
about  the  validity  of  the  University 
Group  Diabetes  Program  (UGDP)  Study 
on  Oral  Hypoglycemic  Drtigs,  and  speci¬ 
fically  on  appropriate  labeling  and  warn¬ 
ings  for  such  drugs. 

The  Commissioner  concludes  that  ap¬ 
propriate  labeling  for  oral  hypoglycemic 
drugs  should  be  the  subject  of  a  separate 
regulation.  Accordingly,  these  comments 
are  taken  into  consideration  in  the  sep¬ 
arate  rule  making  proceeding  on  that 
matter  published  elsewhere  in  this  issue 
.of  the  Federal  Register.  Section  1.3 
deals  with  labeling  for  all  products  with¬ 
in  the  jurisdiction  of  the  Food  and  Drug 
Administration,  not  specifically  with  la¬ 
beling  for  oral  hypoglycemic  drugs. 

23.  A  comment  submitted  by  the  Com¬ 
mittee  on  the  Care  of  the  Diabetic  (CCD) , 
which  initiated  the  Bradley  litigation, 
contended  that  the  Food  and  Drug  Ad¬ 
ministration  is  acting  with  “an  uncon¬ 
scionable  example  of  arbitrary  adminis¬ 
trative  action  which  violates  the  most 
fundamental  precepts  of  fairness  and  due 
process”  by  proposing  to  amend  9  1.3  on 
the  ground  that  the  Bradley  litigation 
was  based  upon  the  former  wording  of 


28585 

§  1.3.  The  comment  requested  an  admin¬ 
istrative  hearing  on  the  proposed  revi¬ 
sion  of  9  1.3  on  the  grounds  that  the  pro¬ 
posed  amendment  is  in  fact  adjudicatory 
in  nature  and  that  it  “effectively  elimi¬ 
nates  the  CCD’s  role  in  the  very  nego¬ 
tiations  between  the  FDA  and  the  CCD 
which  the  court  ordered  continued.”  Fi¬ 
nally,  the  comments  requested  a  stay  of 
the  final  promulgation  of  the  regulation 
pending  resolution  of  the  labeling  of  oral 
hypoglycemic  drugs. 

The  Commissioner  advises  that  his  re¬ 
view  of,  and  proposal  to  amend,  §  1.3 
has  been  undertaken  pursuant  to  the  di¬ 
rection  of  the  United  States  Court  of 
Appeals  for  the  First  Circuit  in  the  Brad¬ 
ley  case.  The  court  recognized  in  that 
case  that  significant  issues  with  respect  to 
the  interpretation  of  §  1.3  had  been 
raised  and  should  be  resolved  at  the  ad¬ 
ministrative  level. 

The  court  noted  an  apparent  incon¬ 
sistency  between  §  1.3  and  section  505 
of  the  act: 

One  reading  of  this  regulation  would  sug¬ 
gest  that  unsubstantiated  individual  clinical 
opinions  of  qualified  experts,  which  are  in¬ 
sufficient  under  the  “substantial  evidence" 
test  enacted  in  the  effectiveness  section, 
might  be  sufficient  to  create  a  fact  omission 
of  which  might  render  the  labeling  mis¬ 
leading. 

The  court  directed  the  Commissioner  to 
consider  “the  intersection  of  the  safety, 
effectiveness,  and  misbranding  require¬ 
ments”  of  the  act  in  reviewing  the  mat¬ 
ter.  Thus,  consideration  of  a  complete 
revision  of  §  1.3  has  been  judicially 
mandated. 

The  Commissioner  concludes  that  an 
administrative  hearing  on  the  proposed 
revision  of  9  1.3  is  neither  required  nor 
necessary.  This  regulation  is  issued  pur¬ 
suant  to  section  701(a)  of  the  act  and 
in  accordance  with  the  rule  making  pro¬ 
visions  of  the  Administrative  Procedure 
Act  (5  U.S.C.  553).  The  amendment  is 
not  adjudicatory  in  nature  but  rather 
constitutes  a  broad  revision  of  §  1.3,  ap¬ 
plicable  prospectively  to  all  food,  drugs, 
devices,  and  cosmetics. 

The  Commissioner  advises  that  issues 
with  respect  to  the  proper  labeling  of 
oral  hypoglycemic  drugs  are  the  subject 
of  a  notice  of  proposed  rule  making  pub¬ 
lished  elsewhere  in  this  issue  of  the 
Federal  Register. 

Therefore,  pursuant  to  the  provisions 
of  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (secs.  201  (n),  403(a),  502  (a)  and 
(f),  505,  512,  602(a),  701(a),  52  Stat. 
1041,  1047,  1050,  1052-1053  as  amended 
by  76  Stat.  781-785,  1054-1055,  82  Stat. 
343-351  (21  U.S.C.  321(n),  343(a),  352 
(a)  and  if),  355,  360b,  362(a),  371 
(a) ) ) ;  under  authority  delegated  to  the 
Commissioner  of  Food  and  Drugs  (21 
CFR  2.120))  21  CFR  1.3  is  revised  to 
read  as  follows: 

§  1.3  Labeling;  failure  to  reveal  material 
facts. 

(a)  Labeling  of  a  food,  drug,  device, 
or  cosmetic  shall  be  deemed  to  be  mis¬ 
leading  if  it  fails  to  reveal  facts  that  are: 

(1)  Material  in  light  of  other  repre¬ 
sentations  made  or  suggested  by  state- 
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ment.  word,  design,  device  or  any  com¬ 
bination  thereof;  or 

(2)  Material  with  respect  to  conse¬ 
quences  which  may  result  from  use  of 
the  article  under  (i)  the  conditions  pre¬ 
scribed  in  such  labeling  or  (il)  such 
conditions  of  use  as  are  customary  or 
usual. 

(b)  Affirmative  disclosure  of  material 
facts  pursuant  to  paragraph  (a)  of  this 
section  may  be  required,  among  other 
appropriate  regulatory  procedures,  by 
(1)  Regulations  in  this  chapter  pro¬ 
mulgated  pursuant  to  section  701(a)  of 
the  act;  or 
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(2)  Direct  court  enforcement  action. 

(c)  Paragraph  (a)  at  this  section 
does  not: 

(1)  Permit  a  statement  of  differences 
of  opinion  with  respect  to  warnings  (in¬ 
cluding  contraindications,  precautions, 
adverse  reactions,  and  other  information 
relating  to  possible  product  hazards)  re¬ 
quired  in  labeling  for  food,  drugs,  devices, 
or  cosmetics  under  the  act. 

(2)  Permit  a  statement  of  differences 
of  opinion  with  respect  to  the  effective¬ 
ness  of  a  drug  unless  each  of  the  opin¬ 
ions  expressed  is  supported  by  substan¬ 


tial  evidence  of  effectiveness  as  defined  in 
sections  505(d)  and  512(d)  of  the  act. 

Effective  date.  This  final  regulation 
shall  be  effective  August  6,  1975. 

(Secs.  201  (n).  403(a),  502  (a)  and  (f).  505, 
512,  602(a),  701(a),  52  Stat.  1041,  1047,  1050, 
1053-1063  as  amended  by  76  Stat.  7ai-785. 
1064-1056,  83  Stat.  343-361  (21  US.C.  331(n). 
343(a),  352  (a)  and  (f),  355.  360b,  362(a), 
371(a)).) 

Dated:  July  1.  1975. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs . 
[FR  Doc.75-17589  Filed  7-3-75;8:45  am) 
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DEPARTMENT  OF  HEALTH, 
EDUCATION,  AND  WELFARE 

Food  and  Drug  Administration 
[21  CFR  Part  310] 

(Docket  No.  76N— 0062] 

ORAL  HYPOGLYCEMIC  DRUGS 

Proposed  Labeling  Requirements  and 
Public  Hearing 

The  Commissioner  of  Pood  and  Drugs 
is  proposing  labeling  for  all  oral  hypo¬ 
glycemic  drugs  and  announcing  a  legis¬ 
lative-type  public  hearing  on  the  issues 
Involved.  Labeling  for  this  class  of  drugs 
has  been  the  subject  of  extended  public 
controversy  and  legal  challenge  for  sev¬ 
eral  years.  The  Commissioner  believes 
that  it  is  now  essential  to  resolve  the 
outstanding  issues  in  this  matter  and 
that  it  is  in  the  interest  of  the  public 
health  to  consider  the  views  of  all  parties 
in  achieving  such  resolution.  Accordingly, 
this  notice  proposes  class  labeling  for  oral 
hypoglycemic  drugs  that,  on  the  basis  of 
all  information  available  to  the  Food  and 
Drug  Administration,  the  Commissioner 
believes  is  consistent  with  the  require¬ 
ments  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  and  reflects  current  scien¬ 
tific  knowledge  on  the  safety  and  effec¬ 
tiveness  of  these  drags. 

The  Commissioner  invites  all  interest¬ 
ed  persons  to  submit  written  comments 
on  the  proposed  labeling.  In  addition, 
the  Commissioner's  designee,  the  Direc¬ 
tor  of  the  Bureau  of  Drags,  will  conduct 
an  oral  public  hearing  to  afford  interest¬ 
ed  persons  a  further  opportunity  for  the 
presentation  of  data,  information,  and 
views.  In  the  Commissioner’s  judgment, 
the  subject  matter  of  this  notice  is  of 
sufficient  importance  to  justify  the  use  of 
this  additional  procedure,  as  provided  in 
Part  2,  Subpart  E,  of  the  regulations  gov¬ 
erning  the  administrative  practice  and 
procedures  of  the  Food  and  Drug  Admin¬ 
istration,  published  in  the  Federal  Reg¬ 
ister  of  May  27,  1975  (40  FR  23005). 

Interested  persons  may  submit  com¬ 
ments  on  the  labeling  proposed  in  this 
notice  by  September  5,  1975.  In  addition, 
any  interested  person  may  submit  data, 
information,  or  views  in  writing  any  time 
within  15  days  after  the  conclusion  of 
the  public  hearing.  It  is  the  intention 
of  the  Food  and  Drug  Administration  to 
conduct  the  public  hearing  prior  to  the 
expiration  of  the  time  for  submitting 
comments,  and  the  Commissioner  there¬ 
fore  encourages  interested  persons  to 
submit  their  comments  as  soon  as  pos¬ 
sible,  to  allow  review  prior  to  the 
hearing. 

After  consideration  of  all  written  and 
oral  comments  and  all  data,  informa¬ 
tion,  and  views  presented  at  the  puhlic 
hearing,  the  Commissioner  will  promul¬ 
gate  in  the  Federal  Register  a  final 
regulation  prescribing  labeling  for  oral 
hypoglycemic  drags,  applicable  to  all 
drug  products  In  this  class.  It  is  antici¬ 
pated  that  the  final  labeling  will  con¬ 
form  with  the  guidelines  for  labeling  of 
prescription  drags  proposed  by  the  Com¬ 
missioner  on  April  7,  1975  (49  FR  15392) . 


I.  General  background.  The  following 
new  drag  applications  have  been  ap- 
provide  for  oral  hypoglycemic  drags: 

1.  NBA  10.670.  Orlnaas  tablets  containing 
tolbutamide;  The  Upjohn  Co.,  7000  Portage 
Rd.,  Kalamazoo,  MI  49001. 

2.  NDA  18,500,  Tollnaee  tablets  containing 
tolazamide:  The  Upjohn  Co. 

3.  NDA  11,641,  Dlablneae  containing  chlor¬ 
propamide;  Pfizer  Inc.,  235  E.  42d  St.,  New 
York,  NY  10017. 

4.  NDA  13,378,  Dymelor  containing  aceto- 
hexamlde;  Ell  Lilly  &  Co.,  Indianapolis,  IN 
46206. 

5.  NDA  11,624,  DBI  tablets  containing 
phenformln  hydrochloride;  Gelgy  Pharma¬ 
ceuticals,  Ardsley,  NY  10502. 

6.  NDA  12,752,  DBI-TD  capsules  containing 
phenformln  hydrochloride;  Gelgy  Pharma¬ 
ceuticals. 

7.  NDA  17,126,  Meltrol -50-100  capsules  con¬ 
taining  phenformln  hydrochloride;  USV 
Pharmaceutical  Corp.,  1  Scarsdale  Rd., 
Tuckahoe,  NY  10707. 

8.  NDA  17,127,  Meltrol-25  tablets  con¬ 
taining  phenformln  hydrochloride;  USV 
Pharmaceutical  Corp. 

9.  NDA  12,678,  Tolbutamide  tablets  con¬ 
taining  tolbutamide;  Premo  Pharmaceuticals 
Laboratories,  Inc„  111  Leunlng  St.,  South 
Hackensack,  NJ  07606. 

The  class  of  oral  hypoglycemic  drags 
can  be  grouped  into  two  categories  on  the 
basis  of  chemical  structure;  the  sulfo¬ 
nylurea  category  (represented  by  aceto- 
hexamide,  chlorpropamide,  tolazamide, 
and  tolbutamide)  and  the  blguanide 
category  (represented  by  phenformln 
hydrochloride) .  The  mode  of  action  and 
adverse  effects  are  different  for  these 
two  categories  of  oral  hypoglycemic 
drugs.  Accordingly,  separate  labeling  is 
proposed  for  each  category  of  drug. 

Under  section  505  of  the  Federal  Food, 
Drug,  and  Cosmetic  Act,  the  Commis¬ 
sioner  is  responsible  for  assuring  that  all 
new  drags  have  been  shown  to  be  safe 
and  effective  for  their  intended  uses  and 
that  their  labeling  is  not  false  or  mis¬ 
leading.  Exercise  of  this  responsibility 
often  requires  reexamination  of  the 
safety,  effectiveness,  or  labeling  of  drags 
previously  approved.  The  statutory 
scheme  contemplates  that  new  Informa¬ 
tion  may  require  the  Commissioner  to 
prescribe  changes  in  the  labeling  of  a 
drug,  to  reveal  newly  discovered  limita¬ 
tions  on  use  or  warn  of  previously  un¬ 
anticipated  hazards.  And  if  labeling  can 
no  longer  be  written  to  assure  that  the 
benefits  of  use  of  a  drag  outweigh  the 
risks  of  possible  barm,  the  Commissioner 
is  empowered,  and  obligated,  to  withdraw 
marketing  approval. 

The  Commissioner  believes  that  infor¬ 
mation  about  potential  risks  of  oral 
hypoglycemic  drugs  obtained  subsequent 
to  their  initial  approval  for  marketing 
requires  revision  of  th&r  labeling.  Spe¬ 
cifically,  he  believes  the  study  of  modes 
of  treatment  for  adult-onset  diabetes 
conducted  by  the  University  Group  Dia¬ 
betes  Program  requires  the  addition  of  a 
warning  about  possible  cardiovascular 
complications  associated  with  the  use 
of  such  drugs.  Because  of  the  importance 
of  this  matter  and  the  concerns  It  has 
generated  among  physicians  and  their 
patients,  the  Commissioner  has  con¬ 


cluded  that  It  Is  appropriate  to  Invite 
exploration  of  the  issues  in  a  public 
forum  before  reaching  a  final  deter¬ 
mination  on  the  wording  of  the  labeling, 
including  the  warning. 

The  scientific  and  legal  Issues  relat¬ 
ing  the  labeling  of  oral  hypoglycemic 
drags  have  been  the  subject  erf  pro¬ 
tracted  public  debate.  To  resolve  the 
many  complex  questions  that  have  been 
raised,  it  is  essential  that  the  important 
issues  be  identified  and  that  public  com¬ 
ment  be  directed  to  these  Issues.  The 
following  discussion  is  presented  to  sum¬ 
marize  the  history  of  the  oral  hypo¬ 
glycemic  labeling  controversy,  to  identify 
the  issues  that  have  arisen  during  the 
controversy,  and  to  explain  the  position 
of  the  Food  and  Drug  Administration  on 
these  issues. 

II.  Origin  of  the  labeling  controversy. 
Although  insulin  and  the  oral  hypogly¬ 
cemic  drags  are  both  effective  in  lowering 
the  blood  glucose  level  in  patients  with 
maturity-onset  diabetes,  it  is  not  clear 
that  this  reduction  of  blood  glucose  has 
a  beneficial  effect  on  the  long  term  vas¬ 
cular  complications  of  diabetes.  In  an 
attempt  to  answer  this  question,  the  Na¬ 
tional  Institute  of  Arthritis,  Metabolism, 
and  Digestive  Diseases  of  the  National 
Institutes  of  Health  sponsored  a  long 
term,  prospective  clinical  trial.  The 
study,  begun  in  1961,  was  conducted  by 
the  University  Group  Diabetes  Program 
(UGDP)  in  12  university  medical  cen¬ 
ters.  Patients  selected  for  the  study  were 
maturity-onset  diabetics  who  had  been 
diagnosed  no  more  than  1  year  prior  to 
entry  into  the  study  and  did  not  require 
insulin  to  remain  symptom-free. 

All  patients  were  given  an  appropriate 
diabetic  diet  and  were  randomly  assigned 
to  one  of  four  different  treatment 
groups:  (1)  Fixed  dose  of  tolbutamide 
(1.5  grams/day),  (2)  Fixed  dose  of  in¬ 
sulin  (10  to  16  units  based  on  body  sur¬ 
face  area),  (3)  Variable  dose  of  insulin 
adjusted  to  control  the  blood  glucose,  or 
(4)  Placebo.  Eighteen .  months  after  the 
study  began,  a  fifth  group  was  added  in 
which  the  treatment  was  a  fixed  dose  of 
phenformln  hydrochloride  (100  milli- 
grams/day) .  Patient  recruitment  was 
completed  in  1966  with  a  total  of  1,027 
patients  in  the  entire  study  and  approxi¬ 
mately  200  patients  per  treatment  group. 

By  1969  the  unexpected  finding  of  a 
significantly  higher  mortality  due  to 
cardiovascular  causes  was  present  in  the 
tolbutamide  group  (12.7  percent  or  26  out 
of  204)  compared  to  the  placebo  group 
(4.9  percent  or  10  out  of  205) ,  the  fixed- 
dose  insulin  group  (6.2  percent  or  13  out 
of  210),  and  the  variable  insulin  group 
(5.9  percent  or  12  out  of  204).  After 
evaluating  the  available  data,  the  investi¬ 
gators  decided  to  discontinue  use  of  tol¬ 
butamide  in  the  study  because  they  con¬ 
cluded  that  no  benefit  had  been  shown 
for  these  patients  and  there  was  evi¬ 
dence  that  the  long  term,  use  of  this  drag 
was  associated  with  a  serious  side  effect. 

A  report  on  the  findings  of  the  UGDP 
was  submitted  to  the  Flood  and  Drug  Ad¬ 
ministration  in  March  1979.  The  report 
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concluded  that  “the  findings  of  this  study 
provide  no  evidence  that  the  combination 
of  diet  and  tolbutamide  therapy  as  de¬ 
scribed  and  used  for  mild  non-insulin  de¬ 
pendent  diabetics  is  more  effective  than 
diet  alone.  Moreover,  the  findings  sug¬ 
gest  that  tolbutamide  and  diet  may  be 
less  effective,  at  least  insofar  as  cardio¬ 
vascular  mortality  is  concerned,  than 
diet  alone  or  than  diet  plus  insulin.”  The 
Food  and  Drug  Administration  reviewed 
the  report  and  convened  an  ad  hoc  meet¬ 
ing  of  experts  on  May  21,  1970,  to  evalu¬ 
ate  the  findings.  The  report  was  sched¬ 
uled  for  presentation  at  the  annual  meet¬ 
ing  of  the  American  Diabetes  Association 
on  June  14,  1970.  The  program  and  ab¬ 
stracts  for  the  meeting  of  the  American 
Diabetes  Association  were  disseminated 
in  May,  however,  and  the  general  find¬ 
ings  of  the  UGDP  study  became  widely 
publicized  in  the  press.  In  view  of  this 
publicity,  FDA  released  a  statement  to 
the  press  on  May  22, 1970,  indicating  that 
the  agency  agreed  with  the  UGDP’s 
stated  conclusions  and  would  require 
labeling  changes  for  the  oral  hypogly¬ 
cemic  drugs  to  reflect  results  of  the 
study. 

In  October  1970,  FDA  distributed  a 
Current  Drug  Information  Bulletin  to 
physicians  and  other  health  profession¬ 
als  confirming  its  agreement  with  the 
stated  conclusions  of  the  UGDP  study. 
The  agency  recommended  that  use  of 
sulfonylurea  agents  be  limited  to  those 
patients  with  symptomatic  adult-onset, 
nonketotic  diabetes  who  cannot  be  ade¬ 
quately  controlled  by  diet  or  weight  loss 
alone  and  In  whom  the  addition  of  in¬ 
sulin  is  Impractical  or  unacceptable. 

The  first  report  of  the  UGDP  study 
was  published  in  November  1970  as  a 
supplement  to  Diabetes,  the  journal  of 
the  American  Diabetes  Association  (ref. 
1) .  An  accompanying  editorial  statement 
representing  the  view  of  the  American 
Diabetes  Association  (ref.  2)  made  the 
following  therapeutic  recommendations: 

The  clearest  indication  for  oral  agents  Is 
diabetes  of  mUd  or  moderate  severity  In  a 
patient  who  proves  to  be  poorly  controlled 
with  diet  and  who  is  unable  or  unwilling  to 
take  insulin.  In  adult-onset  diabetes  with 
hyperglycemia  and  glycosuria,  symptomatic 
or  not,  and  In  the  absence  of  ketosis,  a  trial 
with  an  appropriate  diet  should  come  first. 
If  this  does  not  establish  satisfactory  con¬ 
trol,  Insulin  Is  to  be  preferred  to  other  thera¬ 
peutic  agents  because  it  Is  more  uniformly 
effective  In  controlling  hyperglycemia  and 
the  UGDP  study  Indicates  that  It  may  be 
safer. 

A  statement  published  at  the  same 
time  by  The  American  Medical  Associ¬ 
ation  Council  on  Drugs  (ref.  3)  Included 
the  following  recommendations: 

Although  some  flaws  exist  in  the  UGDP 
study,  It  clearly  demonstrates  that  every  ef¬ 
fort  should  be  made  by  the  physician  to  con¬ 
trol  the  symptomatic,  maturity-onset  dia¬ 
betic  with  diet  alone.  8bould  this  fall,  treat¬ 
ment  with  Insulin  or  oral  hypoglycemic 
agents  should  be  undertaken.  If  oral  hypo¬ 
glycemic  agents  are  selected  for  therapy  the 
results  of  the  UGDP  study  should  be  kept  In 
mind.  Therefore,  the  consideration  of  treat¬ 
ment  with  oral  hypoglycemic  agents  should 
be  secondary  to  the  use  of  Insulin. 


In  May  1971  the  use  of  phenformin  in 
the  UGDP  study  also  was  discontinued 
because  there  was  a  significantly  higher 
cardiovascular  mortality  in  the  phen¬ 
formin  group  (12.7  percent  or  26  out  of 
204)  compared  to  the  other  treatment 
groups.  The  preliminary  results  with 
phenformin  were  published  in  August 
1971  (ref.  4) .  An  additional  report  by  the 
UGH1  published  in  November  1971  dis¬ 
cussed  the  clinical  implications  of  the 
UGDP  study  (ref.  5) . 

In  June  1971  the  Food  and  Drug  Ad¬ 
ministration  issued  a  Drug  Bulletin  out¬ 
lining  changes  in  the  labeling  for  all  sul¬ 
fonylurea  drugs.  The  Drug  Bulletin 
stated  that  diet  and  reduction  of  excess 
weight  are  the  foundation  of  therapy  of 
diabetes  mellitus,  and  that  when  the  dis¬ 
ease  is  adequately  controlled  by  these 
measures,  no  other  therapy  is  Indicated. 
The  Bulletin  also  stated  that  the  sulfon¬ 
ylurea  agents  are  indicated  in  the 
treatment  of  adult-onset,  nonketotic  di¬ 
abetes  mellitus  which  cannot  be  ade¬ 
quately  controlled  by  diet  and  reduction 
of  excess  weight  alone  and  when,  in  the 
judgment  of  the  physician,  insulin  treat¬ 
ment  is  not  feasible. 

From  the  time  the  results  of  the  UGDP 
study  were  first  reported,  the  study  was 
subjected  to  intense  criticism  by  both 
clinicians  and  statisticians  (ref.  6 
through  12).  The  basic  scientific  criti¬ 
cisms  of  the  study  were  as  follows: 

1.  Patient  selection  was  inappropriate 
in  that  many  patients  had  such  mild 
diabetes  that  neither  oral  drugs  nor  in¬ 
sulin  was  indicated. 

2.  Total  mortality  in  the  tolbutamide 
group  was  not  significantly  different  from 
that  in  the  placebo  group. 

3.  Excess  cardiovascular  mortality  oc¬ 
curred  in  only  a  few  clinics. 

4.  Randomization  was  not  successful; 
therefore,  the  tolbutamide  group  was  not 
comparable  to  the  other  groups  at  the 
outset  of  the  study  with  respect  to  base¬ 
line  cardiovascular  risk  factors. 

5.  With  the  exception  of  the  variable 
insulin  group,  patients  were  maintained 
on  a  fixed  drug  dosage,  contrary  to  the 
principles  of  good  medical  practice. 

6.  The  use  of  tolbutamide  and  phen¬ 
formin  in  the  study  was  terminated  pre¬ 
maturely,  i.e.,  before  definitive  results 
were  obtained. 

7.  The  results  of  the  study  are  con¬ 
tradicted  by  the  studies  of  Keen  (ref.  13 
through  15)  and  of  Paasiklvi  (ref.  16). 

These  criticisms  were  in  turn  analyzed 
by  representatives  of  the  UGDP  (ref.  17) 
and  by  a  statistician  who  had  served  as 
a  consultant  to  the  UGDP  (ref.  18)  and 
were  rejected  as  a  basis  for  invalidating 
the  conclusions  of  the  UGDP  study.  By. 
this  time,  however,  a  widespread  belief 
had  developed  among  many  physicians 
that  the  UGDP  study  was  somehow 
flawed  in  terms  of  its  design  and  execu¬ 
tion,  and  therefore  could  not  serve  as  a 
proper  basis  for  a  warning  to  the  medical 
profession. 

Uncertainty  about  the  scientific  qual¬ 
ity  of  the  UGDP  study  has  been  a  promi¬ 
nent  feature  of  all  critical  commentary 
since  1970  and  has  clearly  Inhibited  ac¬ 


ceptance  by  the  medical  profession  of 
the  study’s  most  troubling  finding,  name¬ 
ly,  that  the  administration  of  either  tol¬ 
butamide  or  phenformin  to  patients  with 
maturity-onset  diabetes  was  associated 
with  an  increase  in  cardiovascular  mor¬ 
tality.  Undoubtedly  one  reason  many 
practicing  physicians  were  surprised  by 
and  reacted  critically  to  the  findings  of 
the  UGDP  study  is  that  the  reported  in¬ 
crease  in  cardiovascular  mortality — 
though  statistically  significant — is  not  of 
the  magnitude  which  can  be  readily  de¬ 
tected  by  the  individual  physician  in  the 
course  of  practice. 

The  Commissioner  recognizes  that  a 
large  number  of  physicians  still  do  not 
accept  the  position  of  the  Pood  and  Drug 
Administration  as  expressed  in  the  FDA 
Drug  Bulletin,  or  the  position  of  the 
American  Diabetes  Association  and  the 
American  Medical  Association  Council  on 
Drugs  as  expressed  in  the  references 
cited.  An  outcome  of  this  disagreement 
was  a  prolonged  legal  confrontation  that 
precluded  the  inclusion  of  warnings  in 
the  labeling  for  oral  hypoglycemic  drugs 
similar  to  those  appearing  in  the  Drug 
Bulletin. 

m.  Legal  challenge  to  the  labeling  of 
oral  hypoglycemic  drugs.  In  November 
1970  a  group  of  physicians  known  as  the 
Committee  on  the  Care  of  the  Diabetic 
was  formed  to  oppose  the  proposed 
warning  labeling  for  oral  hypoglycemic 
drugs.  The  group  included  some  of  the 
country’s  leading  diabetologists. 

In  October  1971  the  Committee  on  the 
Care  of  the  Diabetic  petitioned  the  Com¬ 
missioner  to  rescind  his  position  that  la¬ 
beling  for  oral  hypoglycemic  drugs  must 
contain  a  warning  of  associated  cardio¬ 
vascular  hazards.  The  committee  main¬ 
tained  that  the  UGDP  study  constituted 
an  improper  basis  for  the  agency’s  deci¬ 
sion,  because  it  had  been  criticized  on 
scientific,  clinical,  statistical,  and  other 
grounds.  *nie  Committee  on  the  Care  of 
Diabetic  cited  “controverting  data,”  par¬ 
ticularly  the  studies  of  Keen  et  al.  (ref. 
13  through  15)  and  Paasiklvi  (ref.  16), 
which,  it  contended,  demonstrated  the 
safety  of  oral  hypoglycemic  therapy.  The 
committee  also  insisted  that  labeling  for 
these  drugs  must  reflect  a  “fair  balance” 
of  scientific  opinion  and  cite  the  alleged 
deficiencies  of  the  UGDP  study  and  the 
controversial  nature  of  its  conclusions  as 
well  as  the  data  in  controversy. 

After  thorough  evaluation  of  all  the 
materials  submitted  to  the  agency,  the 
Commissioner  formally  replied  to  counsel 
for  the  Committee  on  the  Care  of  the 
Diabetic  on  June  5,  1972.  The  Commis¬ 
sioner’s  letter  responded  to  each  of  the 
criticisms  raised  by  the  committee  con¬ 
cerning  the  UGDP  study  and  the  agen¬ 
cy’s  position.  The  Commissioner  reaf¬ 
firmed  the  position  of  the  Food  and  Drug 
Administration  that  an  undiluted  and 
unencumbered  warning  in  the  labeling  of 
the  oral  hypoglycemic  drugs  regarding 
cardiovascular  hazards  was  fully  war¬ 
ranted  by  the  available  evidence. 

The  agency’s  position  on  labeling  for 
these  drugs  was  again  stated  in  an  FDA 
Drug  Bulletin  Issued  in  May  1972.  Based 
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on  the  results  for  phenformin  reported 
by  the  UGDP  in  1971,  the  following  label¬ 
ing  changes  were  to  apply  to  the  bigua- 
nide  drugs  as  well  as  the  sulfonylurea 

drugs: 

Because  of  the  apparent  Increased  cardio¬ 
vascular  hazard  associated  with  oral  hypo¬ 
glycemic  agents,  they  are  Indicated  In  adult- 
onset,  nonketotic  diabetes  mellitus  only 
when  the  condition  cannot  be  adequately 
controlled  by  diet  and  reduction  of  excess 
weight  alone,  and  when.  In  the  Judgment 
of  the  physician,  Insulin  cannot  be  employed 
because  of  patient  unwillingness,  poor  ad¬ 
herence  to  injection  regimen,  physical  dls- 
abUlties  such  as  poor  vision  and  unsteady 
hands,  Insulin  allergy,  employment  require¬ 
ments,  and  other  similar  factors. 

On  July  13,  1972,  counsel  for  the  Com¬ 
mittee  on  the  Care  of  the  Diabetic  re¬ 
quested  a  formal  evidentiary  hearing  be¬ 
fore  the  agency.  The  Commissioner  ad¬ 
vised  the  petitioners  that  they  were  not 
entitled  to  a  hearing  since  their  submis¬ 
sion  did  not  meet  the  statutory  standard 
of  “substantial  evidence”  and  stated  that 
the  Commissioner’s  letters  constituted 
final  agency  action. 

Soon  thereafter  suit  was 'filed  in  the 
United  States  District  Court  for  the  Dis¬ 
trict  of  Massachusetts  by  a  group  of  178 
physicians,  many  of  them  members  of 
the  Committee  on  the  Care  of  the  Dia¬ 
betic,  asking  that  the  Food  and  Drug 
Administration  be  enjoined  from  requir¬ 
ing  manufacturers  to  include  a  warning 
of  associated  cardiovascular  hazards  in 
their  labeling  for  oral  hypoglycemic 
drugs  (Bradley  v.  Richardson) ,  Civil  No. 
72-2517  M  (D.  Mass.  1972) ) .  A  temporary 
restraining  order  was  entered  by  the 
court  on  the  same  day.  A  hearing  on 
the  motion  for  a  preliminary  injunction 
was  held  before  Judge  Campbell  on 
August  17,  1972,  and,  on  August  30,  1972, 
he  denied  an  injunction.  Judge  Camp¬ 
bell  concluded  that  the  plaintiffs  had  not 
demonstrated  a  reasonable  probability  of 
prevailing  on  the  merits  since  the  admin¬ 
istrative  action  of  the  Food  and  Drug 
Administration,  requiring  an  unencum¬ 
bered  warning,  was  a  reasonable  exercise 
of  its  statutory  duty  and  the  potential 
harm  to  users  of  the  drugs  was  greater 
than  any  harm  to  the  manufacturers  or 
prescribers.  Judge  Campbell  further  ob¬ 
served  that  the  Food  and  Drug  Adminis¬ 
tration  labeling  requirements  would  not 
preclude  physicians  from  exercising  their 
best  clinical  judgment. 

The  plaintiffs  filed  another  motion  for 
a  temporary  restraining  order  and  pre¬ 
liminary  injunction  on  October  17,  1972, 
specifically  requesting  that  the  agency  be 
enjoined  unless  the  drug  warning  was 
redrafted  to  incorporate  their  views  con¬ 
cerning  the  Interpretation  of  the  UGDP 
study.  The  plaintiffs  argued  that,  without 
such  a  discussion,  the  labeling  required 
by  the  Food  and  Drug  Administration 
was  misleading  because  it  failed  to  reveal 
the  existence  of  divergent  opinion  among 
experts,  contrary  to  the  agency’s  own 
regulation,  f  1.3  (21  CFR  1.3).  On  No¬ 
vember  3,  1972,  the  District  Court  Issued 
a  temporary  restraining  order,  which  be¬ 
came  a  preliminary  injunction  on  No¬ 
vember  7,  1972,  restraining  the  agency 
from  implementing  the  labeling. 


On  July  31,  1973,  the  United  States 
Court  of  Appeals  for  the  First  Circuit 
vacated  the  District  Court’s  injunction 
and  remanded  the  case  to  the  Food  and 
Drug  Administration  for  its  further  de¬ 
termination.  In  its  opinion  the  Court 
ruled  that  the  plaintiffs  failed  to  exhaust 
their  administrative  remedies  regarding 
the  issues  presented.  The  Court  expressed 
its  awareness  of  negotiations  between  the 
parties  to  arrive  at  a  mutually  acceptable 
solution  even  during  litigation,  and  also 
expressed  its  belief  that  the  remand 
could  well  produce  the  most  informed 
and  responsible  solution  possible  (483  F. 
2d  410  (1st  Cir.  1973)). 

In  its  opinion  the  Court  of  Appeals  also 
noted  apparent  inconsistency  between 
the  agency’s  regulation  on  the  disclosure 
of  differences  of  medical  opinion  in  §  1.3 
and  the  substantial  evidence  require¬ 
ments  added  to  the  Federal  Food,  Drug, 
and  Cosmetic  Act  by  the  Drug  Amend¬ 
ments  of  1962.  The  Court  directed  the 
Commissioner  to  consider  §  1.3  as  it  re¬ 
lates  not  only  to  the  substantial  evidence 
standard  but  also  to  the  misbranding  re¬ 
quirements  of  the  act.  The  agency  is  re¬ 
vising  §  1.3,  by  order  published  elsewhere 
at  40  FR  28581  supra  in  this  issue  of  the 
Federal  Register,  to  bring  the  regula¬ 
tion  into  conformity  with  these  related 
provisions  of  the  law.  As  revised,  $  1.3 
does  not  permit  a  statement  of  differ¬ 
ences  of  opinion  in  required  warnings 
in  the  labeling  of  drugs. 

It  should  be  noted  that  no  manufac¬ 
turer  of  oral  hypoglycemic  drugs  has  ini¬ 
tiated  proceedings  challenging  the  Com¬ 
missioner’s  authority  to  require  changes 
in  the  labeling  of  its  products,  or  attack¬ 
ing  the  scientific  basis  for  the  specific 
labeling  changes  that  the  agency  pro¬ 
posed  to  require. 

After  the  Court  of  Appeals  vacated  the 
preliminary  injunction  in  July  1973,  the 
Food  and  Drug  Administration  under¬ 
took  additional  discussions  concerning 
the  labeling  of  the  oral  hypoglycemic 
agents  with  interested  individuals  and 
groups.  In  October  1973,  the  Director, 
Bureau  of  Drugs,  and  other  members  of 
the  Food  and  Drug  Administration  met 
with  representatives  of  the  Committee  on 
the  Care  of  the  Diabetic,  the  American 
Medical  Association,  the  American  Di¬ 
abetes  Association,  the  National  Insti¬ 
tutes  of  Health,  and  manufacturers  of 
hypoglycemic  drugs  to  discuss  proce¬ 
dures  that  would  facilitate  the  Issuance 
of  appropriate  labeling.  Based  upon  the 
discussion  and  input  from  the  agency’s 
staff,  proposed  labeling  revisions  were 
circulated  for  comments  in  February 
1974  to  those  who  attend  the  meeting 
and  to  other  Interested  persons.  Ad¬ 
dressees  were  also  invited  to  meet  with 
agency  officials,  if  desired,  to  discuss  the 
labeling.  Four  such  meetings  were  held 
between  March  21  and  April  24,  1974. 
The  minutes  of  these  meetings  have  been 
placed  on  public  display  in  the  office  of 
the  Hearing  Clerk. 

The  response  to  the  proposed  labeling, 
including  comments  received  at  these 
meetings,  revealed  continuing  major  dif¬ 
ferences  of  opinion  over  the  scientific 
validity  of  the  UGDP  study  and  over  the 


asserted  need  for  “fair  balance”  and  the 
acknowledgement  of  “controversy”  in  the 
proposed  warning.  In  addition,  the  Food 
and  Drug  Administration  was  advised 
that  a  major  outside  review,  described 
below,  of  the  UGDP  study  by  a  committee 
of  the  Biometrics  Society  was  near  com¬ 
pletion. 

The  agency  therefore  decided  to  post¬ 
pone  implementation  of  the  warning  un¬ 
til  this  review  was  published.  Since  the 
UGDP  study  was  the  basis  for  the  pro¬ 
posed  warning,  the  Commissioner  be¬ 
lieved  that  this  independent  review  of 
the  statistical  validity  of  the  study  should 
be  available  to  all  interested  persons  be¬ 
fore  taking  definitive  action.  The  review 
by  the  committee  of  the  Biometrics  So¬ 
ciety  required  extensive  reanalysis  of 
the  data  in  the  UGDP  study  and  was  not 
published  until  February  10,  1975  (ref. 
19) .  A  more  detailed  report  of  the  UGDP 
on  phenformin  was  also  published  re¬ 
cently  (ref.  20) . 

The  Commissioner  believes  that  suffi¬ 
cient  time  has  passed  to  have  permitted 
all  interested  persons  to  study  these  re¬ 
ports.  Since  no  major  new  information  in 
regard  to  the  UGDP  study  is  anticipated, 
the  Commissioner  believes  it  is  now  es¬ 
sential  to  effect  all  labeling  changes  that 
are  appropriate  and  necessary  on  the 
basis  of  the  UGDP  study. 

On  June  11,  1975,  and  June  18,  1975, 
representatives  of  the  Food  and  Drug 
Administration  met  with  representatives 
of  the  Committee  on  the  Care  of  the  Dia¬ 
betic  to  discuss  late  drafts  of  the  Indica¬ 
tions  and  Warnings  sections  of  the  label¬ 
ing  proposed  in  this  notice.  The  repre¬ 
sentatives  of  the  Committee  on  the  Care 
of  the  Diabetic  included  one  of  the  plain¬ 
tiffs  in  Bradley  v.  Weinberger  and  the 
plaintiffs’  attorney.  The  purpose  of  these 
meetings  was  to  engage  in  good  faith 
negotiation  in  an  attempt  to  resolve  out¬ 
standing  issues  in  conformity  with  the 
intent  of  the  Court  of  Appeals.  Memo¬ 
randa  of  these  meetings  and  of  subse¬ 
quent  phone  calls  and  drafts  of  labeling 
discussed  at  the  meetings  are  on  file  in 
the  office  of  the  Hearing  Clerk. 

IV.  Review  of  biostatistical  issues  by 
the  Committee  of  the  Biometrics  Society. 
The  UGDP  study  was  subjected  to  in¬ 
tense  adverse  criticism  (ref.  6  through 
12)  largely  on  the  basis  of  its  design  and 
the  statistical  analysis  of  the  results.  For 
this  reason,  the  National  Institute  of 
Arthritis,  Metabolism,  and  Digestive  Dis¬ 
eases,  which  financed  the  UGDP  study, 
sought  an  independent  reveiw  of  the 
study.  In  1972  a  contract  was  awarded 
to  the  Biometrics  Society,  an  interna¬ 
tional  organization  of  biostatisticians,  to 
make  an  in-depth  assessment  of  the 
scientific  quality  of  the  UDGP  study, 
particularly  the  biometric  aspects  of  the 
design,  conduct,  and  analysis  of  the  trial, 
and  a  similar  assessment  of  other  con¬ 
trolled  trials  involving  oral  hypoglycemic 
agents.  A  committee  of  six  members  was 
selected  to  undertake  this  task.  The  com¬ 
mittee  visited  the  UGDP  coordinating 
center  and  two  of  the  c finical  centers  to 
study  methods  used  in  the  trial,  reviewed 
published  critic  isms  of  the  UGDP  study 
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in  detail,  interviewed  both  critics  and 
supporters  of  the  study,  and  made  new 
analyses  from  the  original  data. 

On  the  basis  of  this  in-depth  review, 
the  Biometrics  Society  committee  com¬ 
mented  as  follows  on  the  major  criticisms 
of  the  UGDP  study : 

1.  The  criticism  that  patient  selection 
was  inappropriate  was  considered  to  be 
"largely  irrelevant  to  the  primary  issue 
raised  by  the  critics,”  viz.,  the  validity  of 
the  evidence  pointing  to  excess  mortality 
in  the  tolbutamide-  and  phenformin  - 
treated  groups.  The  committee  argued 
that  even  “if  it  could  be  shown  that  the 
study  group  contained  some  non-diabet¬ 
ics  *  *  *  tal  drug  found  toxic  in  such 
subjects  would  not  likely  be  counted  safe 
for  persons  with  well  documented  mild 
diabetes  either.” 

2.  With  respect  to  the  criticism  that 
total  mortality  in  the  tolbutamide  group 
was  not  significantly  different  from  that 
in  the  placebo  group,  the  committee  con¬ 
cluded  that  this  criticism  “has  some 
weight  (although  we  do  not  interpret  it 
as  a  criticism  of  the  action  of  the  UGDP) 
and  that  the  toxic  effect  of  the  oral  hypo- 
glycemics  cannot  be  affirmed  with  the 
certainty  that  would  be  present  if  total 
mortality  were  significantly  different.” 

3.  In  response  to  the  criticism  that  ex¬ 
cess  mortality  occurred  in  only  a  few 
clinics,  the  committee  presented  calcula¬ 
tions  of  the  data  to  take  account  of  the 
number  of  patients  treated  in  each  clinic 
and  the  duration  of  their  treatment  and 
concluded  that  “the  excess  mortality  is 
not  in  fact  confined  to  a  few  clinics  and 
that  this  particular  criticism  should  not 
be  taken  to  detract  from  the  interpreta¬ 
tion  of  the  UGDP  findings.” 

4.  The  contention  that  randomization 
was  not  successful  was  studied  in  detail 
by  the  committee  which  identified  “a 
puzzling  anomaly  concerning  the  distri¬ 
bution  of  the  two  sexes  to  the  four  treat¬ 
ment  groups  within  clinics.”  The  com¬ 
mittee  reviewed  the  randomization  pro¬ 
cedure  in  detail  and  examined  the  log 
books  containing  records  of  the  allocation 
of  each  patient.  The  committee’s  report 
reads:  “We  were  not  able  to  find  an  as¬ 
signable  eause  for  the  surprising  alloca¬ 
tion  of  the  sexes  to  treatments  but  have 
no  reason  to  think  that  the  study  has 
been  compromised  by  a  breakdown  in 
the  randomization  of  patients  to  the 
treatment  groups.  Because  of  the  imbal¬ 
ance  of  sexes  in  the  treatment  groups  in 
some  clinics,  however,  allowance  for  this 
has  been  made  in  our  analysis.”  The 
committee  went  on  to  analyze  the  data  by 
several  different  statistical  approaches, 
including  those  used  originally  by  the 
UGDP  investigation.  The  committee  con¬ 
cluded:  “Our  findings  •  *  *  take  into 
account  the  differences  between  centers 
and  the  differences  in  length  of  treat¬ 
ment,  as  well  as  the  baseline  variables. 
They  support  the  view  of  Cornfield  I  ref. 
18]  that  there  is  no  evidence  that  the 
baseline  differences  arising  from  the  ran¬ 
domization  contributed  in  any  impor¬ 
tant  way  to  the  finding  of  adverse  effect 
from  tolbutamide.” 

5.  The  criticism  that  the  oral  hypo¬ 
glycemic  drugs  were  given  in  fixed  dos¬ 


age  was  rejected  by  the  committee,  with 
respect  to  conclusions  regarding  toxicity, 
as  follows:  “It  is  true  that  the  use  of  a 
fixed  dose  of  drug,  which  was  also  the 
approach  adopted  by  Feldman  et  al.  [ref. 
21]  and  Keen  and  Jarrett  [ref.  141, 
limits  the  generalization  about  thera¬ 
peutic  effects,  but  since  the  dose  of  tol¬ 
butamide  is  about  equal  to  the  average 
recommended  for  therapeutic  use,  an 
evaluation  of  its  possible  toxic  effect  is 
highly  relevant.” 

6.  Concerning  the  criticism  that  the 
use  of  tolbutamide  and  phenformin  was 
terminated  prematurely,  the  committee 
acknowledged  that  “It  would  have  been 
easier  to  interpret  the  findings  if  there 
were  more  data  on  mortality.”  The  com¬ 
mittee  also  recognized,  however,  the  ethi¬ 
cal  issues  raised  by  continuing  these 
drugs  in  the  study  and  concluded:  “We 
do  not  criticize  the  UGDP  investigators 
for  having  made  the  decision  when  they 
did.  Nevertheless,  the  result  of  that  deci¬ 
sion  is  to  leave  us  with  some  residual 
uncertainty  about  the  meaning  of  the 
findings,  a  point  that  is  well  understood 
by  the  UGDP  investigators  themselves.” 

7.  In  considering  the  criticism  that  the 
results  of  the  UGDP  study  are  contra¬ 
dicted  by  the  studies  of  Keen  (ref.  13 
through  15)  and  of  Paasikivi  (ref.  16), 
the  committee  analyzed  these  studies  in 
detail.  With  respect  to  the  data  of  Keen 
and  his  colleagues,  they  concluded  that, 
in  their  ongoing  prospective  study, 
neither  cardiovascular  mortality  nor 
total  mortality  in  the  tolbutamide  group 
is  significantly  different  from  that  in  the 
placebo  group.  Because  of  imperfections 
in  the  randomization  process  and  in  the 
maintenance  of  blinding,  and  because  of 
the  preliminary  nature  of  the  data  ob¬ 
tained  to  date,  the  committee  concluded 
that  “the  provisional  data  that  Dr.  Keen 
has  kindly  sent  us  *  *  •  do  not  throw 
doubt  cm  the  UGDP  findings  in  regard  to 
deaths  from  cardiovascular  causes.”  In 
regard  to  the  Paasikivi  study,  which  ap¬ 
peared  to  show  a  beneficial  effect  of  tol¬ 
butamide  on  mortality  in  the  first  year 
in  patients  who  survived  a  first  myo¬ 
cardial  infarction,  the  committee  con¬ 
cluded:  “This  study  neither  confirms  nor 
contradicts  the  UGDP  findings,  as  the 
population  under  consideration  was  not 
one  of  maturity-onset  diabetics,  and  the 
patients  taking  tolbutamide  had  been 
exposed  to  a  relatively  small  dose  for  a 
shorter  time  than  that  applied  in  the 
UGDP  study.”  The  studies  of  Feldman  et 
al.  (ref.  21)  and  of  Tzagoumis  and  Rey- 
nertson  (ref.  22)  were  also  briefly  re¬ 
viewed  by  the  committee.  Their  conclu¬ 
sion  was  that  in  neither  study  has  a  suf¬ 
ficient  number  of  deaths  yet  occurred  to 
permit  meaningful  interpretation  of 
results. 

In  addition  to  evaluating  these  criti¬ 
cisms  of  the  UGDP  study,  the  Biometrics 
Society  committee  conducted  extensive 
new  analyses  of  the  UGDP  data,  taking 
into  account  the  effect  of  various  baseline 
variables  and  cardiovascular  risk  factors. 
These  analyses  confirmed  that  cardiovas¬ 
cular  mortality  was  increased  in  the  tol¬ 
butamide  group.  This  increase  was  statis¬ 
tically  significant  in  females,  especially 


in  women  over  the  age  of  53,  but  not  in 
males.  An  important  finding  was  that  the 
highest  death  rate  occurred  in  the  group 
of  patients  who  adhered  most  closely  to 
the  tolbutamide  regimen  and  did  not 
have  their  dose  modified.  Also  when  the 
analysis  was  conducted  according  to  an 
approach  called  the  survival  modeling 
method,  which  takes  into  account  the 
proportion  of  time  each  patient  received 
the  assigned  medication,  women  in  the 
tolbutamide  group  had  a  statistically  sig¬ 
nificant  increase  in  both  cardiovascular 
and  total  mortality.  This  does  not  mean 
that  the  study  necessarily  showed  the 
drug  to  carry  less  risk  in  males.  On  this 
point  the  committee  concluded:  "The 
data  do  not  support  the  same  conclusions 
for  men,  but  one  possible  reason  is  that 
the  smaller  number  of  patients  in  the 
male  group  results  in  lack  of  sensitivity 
to  detect  differences  of  moderate  magni¬ 
tude.” 

In  the  final  section  of  its  report,  the 
Biometrics  Society  committee  summar¬ 
ized  its  conclusions: 

Although  we  have  concerned  ourselves  al¬ 
most  entirely  with  Issues  related  to  the  pos¬ 
sible  toxicity  of  tolbutamide,  we  wish  to 
point  out  that  one  of  the  valuable  aspects 
of  the  completed  UGDP  trial  will  be  the  pro¬ 
vision  of  data  on  the  long  term  treatment 
of  adult-onset  diabetes  with  Insulin.  It  is 
already  clear  that  the  benefits  from  this 
treatment  are  not  dramatic,  and  the  only 
worthwhile  Information  about  them  will 
have  to  come  from  the  relatively  precise 
methods  of  a  controlled  clinical  trial.  In  this 
sphere,  the  UGDP  trial  has  no  competitor 
•  •  * 

On  the  question  of  cardiovascular  mortal¬ 
ity  due  to  tolbutamide  and  phenformin,  we 
consider  that  the  UGDP  trial  has  raised  sus¬ 
picions  that  cannot  be  dismissed  on  the  basis 
of  other  evidence  presently  avaUable. 

We  find  most  of  the  criticism  levelled 
against  the  UGDP  findings  on  this  point  un- 
persuasive.  The  possibility  that  deaths  may 
have  been  allocated  to  cardiovascular  causes 
preferentially  in  the  groups  receiving  oral 
therapy  exists,  and.  In  view  of  the  ‘nonsig- 
ntflcance'  of  differences  In  total  mortality, 
some  reservations  about  the  conclusion  that 
the  oral  hyperglycemlcs  [sic]  are  toxic  must 
remain.  Nonetheless,  we  consider  the  evi¬ 
dence  of  harmfulness  moderately  strong.  The 
risk  Is  clearly  seen  in  the  group  of  older 
women  •  •  •  Whether  It  affects  aU  sub¬ 
groups  of  patients  cannot  be  decided  on  the 
basis  of  the  available  data,  owing  to  the 
small  number  of  deaths  Involved  in  these 
subgroups  •  •  • 

In  conclusion,  we  consider  that  in  the  light 
of  the  UGDP  findings,  it  remains  with  the 
proponents  of  the  oral  hyperglysemlcs  [sic  I 
to  conduct  scientifically  adequate  studies  to 
justify  the  continued  use  of  such  agents. 

V.  Recent  additional  information  on 
safety  of  oral  hypoglycemic  drugs.  The 
more  detailed  report  on  the  results  of  the 
phenformin  study  was  published  recently 
by  the  UGDP  (ref.  20) .  In  addition  to  the 
higher  mortality  from  all  causes  and 
from  cardiovascular  causes  observed  in 
the  phenformin-treated  group  compared 
to  the  other  treatment  groups,  evidence 
was  presented  that  phenformin  therapy 
resulted  in  Increased  blood  pressure 
levels  and  heart  rate,  thus  suggesting 
possible  mechanisms  by  which  this  drug 
might  influence  cardiovascular  mortality. 
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Recently,  additional  reports  relating 
to  the  safety  of  oral  hypoglycemic  drugs 
have  appeared: 

1.  At  hearings  before  the  Subcommittee 
on  Monopoly  of  the  Select  Committee 
on  Small  Business,  U.S.  Senate,  on  Jan¬ 
uary  31, 1975,  Dr.  P.  J.  Palumbo  reported 
that  a  retrospective  study  of  diabetic  pa¬ 
tients  treated  at  the  Mayo  Clinic  sug¬ 
gests  that  survival  was  lower  in  those  pa¬ 
tients  treated  with  oral  hypoglycemic 
agents,  compared  to  those  patients 
treated  with  insulin.  The  full  study  has 
not  yet  been  published. 

2.  A  retrospective  study  of  diabetic  pa¬ 
tients  treated  at  the  Joslin  Clinic,  re¬ 
ported  in  a  doctoral  thesis  (ref.  23),  can 
be  interpreted  as  providing  results  that 
are  consistent  with  those  of  the  UGDP. 
This  study  has  not  yet  appeared  in  the 
medical  literature. 

3.  A  positive  inotropic  effect,  i.e.,  in¬ 
creased  force  of  muscular  contraction, 
of  sulfonylurea  agents  on  the  heart 
muscle  has  been  demonstrated  (ref.  24 
and  25).  The  increased  oxygen  require¬ 
ment  resulting  from  such  an  effect  could 
have  a  deleterious  effect  in  patients  with 
coronary  artery  disease.  Limited  animal 
studies  also  suggest  that  the  sulfonylurea 
agents  may  affect  the  excitability  of 
heart  muscle  (ref.  25) ,  which  could  pre¬ 
dispose  the  heart  to  develop  abnormal 
rhythms,  particularly  in  the  presence  of 
a  decreased  oxygen  supply. 

4.  Results  from  a  study  on  the  chronic 
effects  of  tolbutamide  in  the  rhesus 
monkey  by  R.  W.  Wissler  et  al.  (FDA 
oontract  72-114)  indicate  there  is  an 
increased  frequency  and  severity  of 
atherosclerotic  lesions  in  the  coronary 
arteries  of  the  tolbutamide-fed  monkeys 
compared  to  the  control  monkeys  (ref. 
26).  The  final  report  of  this  study  is 
under  review. 

While  neither  of  the  two  epidemiologi¬ 
cal  studies  is  a  prospective  clinical  trial 
such  as  the  UGDP  study,  the  preliminary 
reports  indicate  that  further  informa¬ 
tion  casting  doubt  on  the  safety  of  the 
oral  hypoglycemic  drugs  may  be  forth¬ 
coming.  And,  although  the  animal  find¬ 
ings  cannot  be  considered  necessarily 
relevant  to  the  issue  of  excess  cardio¬ 
vascular  mortality  in  diabetic  patients, 
they  indicate  that  sulfonylureas  may 
have  potentially  adverse  effects  on  the 
cardiovascular  system  of  certain  animals 
which  can  be  detected  by  appropriate 
pharmacological  and  toxicological  tests. 

In  addition  to  these  reports,  two  cri¬ 
tiques  of  the  Biometrics  Society  commit¬ 
tee  report  have  recently  been  published 
(ref.  27  and  28) . 

VI.  Discussion  of  proposed  labeling  for 
oral  hypoglycemic  drugs.  The  judgment 
of  the  Commissioner  that  changes  must 
be  made  in  the  labeling  of  the  oral  hypo¬ 
glycemic  drugs  to  reflect  the  findings  of 
the  UGDP  study  is  well  known  from  pre¬ 
viously  published  statements.  The  Com¬ 
missioner  is  therefore  proposing  labeling 
in  this  notice  for  public  comment  and 
scheduling  a  public  hearing  to  receive 
additional  data,  information,  and  views. 
After  consideration  of  all  materials 
submitted,  the  Commissioner  will  publish 


final  labeling  for  oral  hypoglycemic 
drugs  in  the  Federal  Register. 

The  warning  proposed  in  this  labeling 
for  oral  hypoglycemic  drugs  is  based 
primarily  on  a  thorough  review  and  eval¬ 
uation  of  the  UGDP  study.  In  proposing 
the  overall  labeling,  the  Commissioner 
has  also  carefully  considered: 

1.  Published  reviews,  criticisms,  and  re¬ 
joinders  to  criticism  of  the  UGDP  study. 

2.  Other  scientific  and  clinical  Investiga¬ 
tions  of  the  oral  hypoglycemic  agents. 

3.  The  advice  of  experts. 

4.  Comments  submitted  to  the  agency  by 
interested  persons. 

The  Commissioner  reaffirms  his  con¬ 
clusion  that  the  UGDP  study  is  an  ade¬ 
quate  and  well-controlled  clinical  trial, 
which  is  the  most  extensive  and  detailed 
examination  of  long  term  administration 
of  hypoglycemic  agents  yet  undertaken. 
Although  the  study  has  shortcomings, 
which  might  be  expected  in  any  clinical 
trial  of  this  complexity,  the  shortcom¬ 
ings  do  not  invalidate  the  central  finding 
that  there  appears  to  be  an  increased 
risk  of  cardiovascular  mortality  associ¬ 
ated  with  the  administration  of  tolbut¬ 
amide  and  of  phenformin  to  maturity- 
onset  diabetic  patients,  compared  to 
treatment  with  diet  alone  or  diet  plus 
insulin.  This  conclusion  has  in  the  past 
been  reached  independently  by  the 
UGDP  investigators,  the  FDA,  and  the 
Biometrics  Society  committee,  and  is 
again  affirmed  by  the  Commissioner. 
Other  clinical  trials  of  these  oral  hypo¬ 
glycemic  drugs  are  not  comparable  to 
the  UGDP  study  and  provide  insufficient 
evidence  to  negate  the  findings  of  the 
UGDP  study. 

Accordingly,  although  comments  con¬ 
cerning  the  validity  of  the  UGDP  study 
and  its  conclusion  will  be  accepted,  com¬ 
ments  on  this  issue  that  contribute  no 
new  information  and  only  reiterate  pub¬ 
lished  criticisms,  which  have  already 
been  extensively  reviewed  by  the  Food 
and  Drug  Administration,  are  not  con¬ 
sidered  useful  at  this  time. 

The  Commissioner  proposes  that  a 
boxed  warning  concerning  the  possible 
Increased  risk  of  cardiovascular  mortal¬ 
ity  be  included  in  the  labeling  for  these 
drugs.  This  warning  is  based  on  the  find¬ 
ings  of  the  UGDP  study.  The  Commis¬ 
sioner  emphasizes  that  the  requirement 
for  such  a  warning  does  not  depend  upon 
an  absolute  certainty  that  the  findings  of 
the  UGDP  study  are  correct.  Prudence 
dictates  that  a  warning  be  Issued  when¬ 
ever  there  is  sufficient  evidence  from 
controlled  or  uncontrolled  studies  to  be¬ 
lieve  that  a  drug  may  be  hazardous  or 
carry  a  risk  and  that  such  warning  is 
necessary  for  safe  and  effective  use  of 
the  drug  by  physicians  and  patients.  The 
Federal  Food,  Drug,  and  Cosmetic  Act 
provides  no  standard  for  the  amount  or 
character  of  scientific  evidence  required 
for  the  issuance  of  a  warning.  The  deci¬ 
sion  to  require  a  warning  is  a  matter  of 
judgment  which  must  be  made  in  light 
of  both  the  available  scientific  evidence 
and  the  opinion  of  experts  who  interpret 
that  evidence.  The  Commissioner  believes 
that  the  UGDP  study  is  a  validly  con¬ 


ducted  trial  and  accepts  the  opinion  of 
the  Biometric  Society  committee  and 
other  experts  that  the  increased  cardio¬ 
vascular  mortality  found  in  this  trial  to 
be  associated  with  these  drugs  cannot 
reasonably  be  attributed  to  scientific 
shortcomings  in  the  study.  Under  those 
circumstances,  a  clear  warning  is  neces¬ 
sary  even  though  a  residual  uncertainty 
over  the  correctness  of  the  study  may  be 
present.  Warnings  may  properly  be  re¬ 
quired  on  the  basis  of  evidence  that  falls 
short  of  conclusive  proof. 

In  conformity  with  Food  and  Drug  Ad¬ 
ministration  policy  that  learnings  must 
be  presented  in  unambiguous  terms  with¬ 
out  disclaimers  or  qualifications  that 
would  undermine  or  destroy  their  useful¬ 
ness,  there  is  no  mention  in  the  proposed 
warning  of  other  studies  involving  the 
oral  hypoglycemic  drugs.  The  mention  of 
studies  in  which  increased  cardiovascular 
mortality  was  not  found  would  serve  only 
to  encumber  the  warning  and  would 
therefore  not  be  consistent  with  revised 
§  1.3.  Comments  concerning  the  principle 
of  an  unencumbered  warning,  which 
have  been  received  and  considered  in 
conjunction  with  the  proposed  revision 
of  §  1.3  published  in  the  Federal  Regis¬ 
ter  of  September  16.  1974  (39  FR  33229) . 
are  addressed  in  the  final  regulation  pub¬ 
lished  at  40  FR  58581,  supra. 

The  proposed  warning  does,  however, 
contain  a  statement  acknowledging  the 
controversy  that  exists  over  the  interpre¬ 
tation  of  the  UGDP  study  and  states 
that,  in  spite  of  this,  the  UGDP  findings 
provide  adequate  scientific  basis  for  a 
warning.  The  purpose  of  this  statement 
is  to  emphasize  clearly  the  basis  for  the 
warning.  Comments  on  specific  wording 
in  the  proposed  warning  are  invited  by 
this  notice.  The  Commissioner  advises, 
however,  that  he  does  not  intend  to  re¬ 
open  consideration  of  the  principle  of  an 
unencumbered  warning  which  is  em¬ 
bodied  in  the  final  regulation  relating 
to  §  1.3. 

The  Commissioner  concludes  that, 
from  the  standpoint  of  patient  safety,  it 
is  prudent  to  apply  the  possible  increased 
risk  of  cardiovascular  mortality  for  tol¬ 
butamide  and  phenformin  to  other  sul¬ 
fonylurea  and  biguanlde  drugs  in  view 
of  the  similarities  in  chemical  structure 
and  mode  of  action  for  members  within 
each  of  these  two  categories.  This  posi¬ 
tion  was  endorsed  by  the  Endocrinology 
and  Metabolism  Advisory  Committee  of 
the  FDA  at  its  meeting  on  June  28,  1971, 
but  additional  comment  at  this  time 
would  also  be  appropriate. 

The  Commissioner  also  concludes  that 
a  patient  population  exists  for  which 
these  drugs,  properly  labeled,  can  be  con¬ 
sidered  as  safe  and  effective.  Marketing 
therefore  may  continue.  The  Commis¬ 
sioner  is  proposing,  however,  that  this 
patient  population  be  limited  to  patients 
with  maturity-onset  diabetes  whose 
symptoms  or  blood  glucose  level  cannot 
be  controlled  by  diet  alone  and  who  can¬ 
not  take  insulin  for  one  or  more  of  the 
reasons  identified  in  the  labeling.  This 
restriction  in  labeling  has  been  opposed 
in  the  past  on  the  ground  that  it  inter¬ 
fered  with  the  practice  of  medicine.  The 
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Commissioner  recognizes  that  drug  la¬ 
beling  impacts  on  the  practice  of  medi¬ 
cine.  For  this  reason  the  Food  and  Drug 
Administration  has  an  obligation  to  en¬ 
sure  that  drug  labeling  is  as  correct  and 
accurate  as  possible  and  meets  the  statu¬ 
tory  standard  of  describing  the  con¬ 
ditions  of  use  under  which  the  drug  may 
be  considered  safe  and  effective.  Those 
limitations  on  use  that  properly  derive 
from  a  known  hazard  or  potential  risk 
must,  in  the  interest  of  safety,  be  in¬ 
cluded  in  drug  labeling.  This  principle  is 
stated  in  the  proposed  regulations  on  pre¬ 
scription  drug  labeling  (published  in  the 
Federal  Register  of  April  7,  1975  (40  FR 
15392)),  time  for  coment  on  which  has 
been  extended  to  August  6,  1975,  by  no¬ 
tice  published  in  the  Federal  Register 
of  June  11,  1975  (40  FR  24909). 

The  Commissioner  proposes  the  ap¬ 
pended  labeling  for  oral  hypoglycemic 
agents  of  the  sulfonylurea  and  biguanide 
categories  as  labeling  providing  the  es¬ 
sential  information  for  the  safe  and  ef¬ 
fective  use  of  these  drugs.  Comments 
addressed  to  any  portion  of  the  labeling 
will  be  considered. 

References 

Copies  of  all  references  cited  below  are 
on  public  display  in  the  office  of  the  Hear¬ 
ing  Clerk,  Food  and  Drug  Administration, 
Room  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852: 

1.  The  University  Group  Diabetes  Program, 
“A  Study  of  the  Effects  of  Hypoglycemic 
Agents  on  Vascular  Complications  in  Patients 
with  Adult-Onset  Diabetes.  I.  Design,  Meth¬ 
ods  and  Baseline  Results,  n.  Mortality  Re¬ 
sults,”  Diabetes,  19  (supp.  2) :  747-830,  1970. 

2.  Ricketts,  H.  T.,  “Editorial  Statement," 
Diabetes,  19  (supp.  2)  :lU-v,  1970. 

3.  AMA  Council  on  Drugs,  “Statement  Re¬ 
garding  the  University  Group  Diabetes  Pro¬ 
gram  (UGDP)  Study,”  Diabetes,  19  (supp. 
2)  :vi-vil,  1970. 

4.  The  University  Group  Diabetes  Program, 
“Effects  of  Hypoglycemic  Agents  on  Vascular 
Complications  in  Patients  with  Adult-Onset 
Diabetes.  IV.  A  Preliminary  Report  on  Phen- 
formln  Results,"  Journal  of  the  American 
Medical  Association,  217:777-784,  1971. 

5.  The  University  Group  Diabetes  Program, 
“Effects  of  Hypoglycemic  Agents  on  Vascular 
Complications  in  Patients  with  Adult-Onset 
Diabetes.  III.  Clinical  Implications  of  UGDP 
Results,”  Journal  of  the  American  Medical 
Association,  218:1400-1410,  1971. 

6.  Reeves,  R.  L.,  “Erroneous  Interpretation 
of  Data”  (correspondence) ,  Northwest  Medi¬ 
cine,  69:470, 1970. 

7.  Hare,  R.  I*.,  “Therapeutics — by  Headline 
and  Edict,"  Northwest  Medicine,  70:118-119, 
1971. 

8.  Feinstein,  A.  R.,  “Clinical  Biostatistics. 
VIII.  An  Analytic  Appraisal  of  the  University 
Group  Diabetes  Program  (UGDP)  Study,” 
Clinical  Pharmacology  and  Therapeutics,  12: 
167-191,  1971. 

9.  Schor,  S.,  “The  University  Group  Dia¬ 
betes  Program.  A  Statistician  Looks  at  the 
Mortality  Results,”  Journal  of  the  American 
Medical  Association,  217:1671-1675,  1971. 

10.  Seltzer,  H.  D.,  “Tolbutamide  Mortality 
In  the  Six  Phenformln  Clinics,”  (letter  to  the 
editor).  Journal  of  the  American  Medical 
Association,  218:594,  1971. 

11.  Brand  man,  O.,  “University  Group  Dia¬ 
betes  Program  and  the  Practicing  Physician,” 
Journal  of  the  Medical  Society  of  New  Jer¬ 
sey,  68:909-611,  1971. 


12.  Seltzer,  H.  S.,  “A  Summary  of  Criticisms 
of  the  Findings  and  Conclusions  of  the  Uni¬ 
versity  Group  Diabetes  Program  (UGDP),” 
Diabetes,  21:976-979,  1972. 

13.  Keen,  H.,  R.  J.  Jarrett,  C.  Chlouverakls, 
and  D.  R.  Boyns,  “Hie  Effect  of  Treatment 
of  Moderate  Hyperglycemia  on  the  Incidence 
of  Arterial  Disease,”  Postgraduate  Medical 
Journal,  44:960-965,  1968. 

14.  Keen,  H„  and  R.  J.  Jarrett.  “Hie  Ef¬ 
fect  of  Carbohydrate  Tolerance  on  Plasma 
Lipids  and  Atherosclerosis  In  Man,"  In 
Atherosclerosis,  R.  J.  Jones,  editor,  Berlin, 
Springer-Verlag,  1970,  pp.  435-444. 

15.  Keen,  H.,  “Factors  Influencing  the  Prog¬ 
ress  of  Atherosclerosis  In  the  Diabetic,” 
Acta  Diabetologica  Latina,  8  (supp.  1)  :444- 
456,  1971. 

16.  Paaslkivl,  J.,  "Long-Term  Tolbutamide 
Treatment  after  Myocardial  Infarction.  A 
Clinical  Biochemical  Study  of  178  Patients 
Without  Overt  Diabetes,”  Acta  Medico  Scan - 
dinavica.  Supplement,  607:3-82,  1970. 

17.  Prout,  T.  E.,  G.  L.  Knatterud,  C.  L. 
Meinert  and  C.  R.  Klimt,  “The  UGDP  Con¬ 
troversy.  Clinical  Trials  Versus  Clinical  Im¬ 
pressions,”  Diabetes,  21:1036-1040,  1972. 

18.  Cornfield,  J.,  “The  University  Group 
Diabetes  Program.  A  Further  Statistical 
Analysis  of  the  Mortality  Findings.”  Journal 
of  the  American  Medical  Association,  217: 
1676-1687,  1971. 

19.  “Report  of  the  Committee  for  the  As¬ 
sessment  of  Biometric  A^ects  of  Controlled 
Trials  of  Hypoglycemia  Agents,"  Journal  of 
the  American  Medical  Association,  231:583- 
608,  1975. 

20.  The  University  Group  Diabetes  Pro¬ 
gram,  “A  Study  of  the  Effects  of  Hypogly¬ 
cemic  Agents  on  Vascular  Complications  in 
Patients  with  Adult-Onset  Diabetes.  V.  Eval¬ 
uation  of  Phenformln  Therapy,”  Diabetes.  24 
(supp.  1) : 65-1 84,  1975. 

21.  Feldman,  R.,  D.  Crawford,  R.  Elashoff, 
and  A.  Glass,  “Progress  Report  on  the  Pro¬ 
phylactic  Use  of  Oral  Hypoglycemic  Drugs  in 
Asymptomatic  Diabetes:  Neurovascular  Stud¬ 
ies,”  Advances  in  Metabolic  Disorders,  2 
(supp.  2)  : 557-567,  1973. 

22.  Tzagoumis,  M.,  and  R.  Reynertson, 
“Mortality  from  Coronary  Heart  Disease  Dur¬ 
ing  Phenformln  Therapy,”  Annals  of  Internal 
Medicine,  76:587-592,  1972. 

23.  Kanarek,  P.  H..  “Assessing  Survival  in  a 
Diabetic  Population,”  thesis,  Harvard  School 
of  Public  Health,  Boston.  January  1973. 

24.  Lasseter,  K.  C.,  G.  S.  Levey,  R.  F.  Palmer 
and  J.  S.  McCarthy,  “The  Effect  of  Sulfonyl¬ 
urea  Drugs  on  Rabbit  Myocardial  Contracti- 
bllity.  Canine  Purkinje  Fiber  Automatlclty, 
and  Adenyl  Cyclose  Activity  from  Rabbit  and 
Human  Hearts."  The  Journal  of  Clinical  In¬ 
vestigation,  51 : 2429-2434, 1972. 

25.  Levey,  G.  S.,  K.  C.  Lasseter,  and  R.  F. 
Palmer,  “Sulfonylureas  and  the  Heart,”  An¬ 
nual  Review  of  Medicine,  26:69-74, 1974. 

26.  Wissler,  R.  W.,  J.  Borensztajn,  G.  8. 
Godfrey,  G.  Seymour,  A.  Rubenstein,  C.  H. 
Ts’ao,  “A  Study  of  the  Chronic  Effects  of 
Tolbutamide  in  the  Rhesus  Monkey,”  FDA 
contract  72-114,  February  15, 1975. 

27.  Bradley,  R.  F.,  H.  Dolger,  P.  H.  Forsham, 
and  H.  Seltzer,  “Settling  the  UGDP  Contro¬ 
versy?”,  Journal  of  the  American  Medical 
Association,  232:813-817, 1975. 

28.  O’Sullivan,  J.  B.  and  R.  B.  D’Agostino, 
“Decisive  Factors  in  the  Tolbutamide  Con¬ 
troversy,”  Journal  of  the  American  Medical 
Association,  232: 825-829, 1975. 

VII.  Notice  of  public  hearing.  Hie 
Commissioner  concludes  that,  to  permit 
maximum  public  participation  in  the  de¬ 
velopment  of  labeling  requirements  for 
oral  hypoglycemic  drug  products,  a  pub¬ 
lic  hearing  shall  be  held  to  provide  an 


opportunity  for  interested  persons  to 
present  data,  information,  and  views  on 
the  proposed  labeling.  This  public  hear¬ 
ing  is  ordered  pursuant  to  8  2.400(a)  (21 
CFR  2.400(a))  and  shall  be  conducted 
in  accordance  with  the  procedures  estab¬ 
lished  in  Subpart  E  of  Part  2  of  the  regu¬ 
lations.  The  Commissioner  has  desig¬ 
nated  J.  Richard  Crout,  M.D.,  Director, 
Bureau  of  Drugs,  to  be  the  presiding  offi¬ 
cer  at  such  hearing,  to  be  held  August  20, 
1975,  beginning  at  9  am.  in  Conference 
Rm.  E,  Parklawn  Bldg.,  5600  Fishers 
Lane,  Rockville,  MD  20852. 

Interested  persons  who  wish  to  make 
an  oral  presentation  at  the  hearing  shall 
file  a  written  notice  of  appearance  with 
the  Hearing  Clerk,  Food  and  Drug  Ad¬ 
ministration,  Rm.  4-65,  5600  Fishers 
Lane,  Rockville,"  MD  20852  by  close  of 
business  August  6,  1975.  The  notice  of 
appearance  shall  state  the  approximate 
amount  of  time  requested  by  the  person 
for  presentation.  It  shall  also  give  the 
telephone  number  of  the  person  to  be 
contacted  regarding  the  schedule  for 
presentation.  Individuals  and  organiza¬ 
tions  with  common  interests  are  strongly 
urged  to  consolidate  or  coordinate  their 
presentations  because  of  the  limitations 
of  time. 

By  August  11, 1975,  the  Food  and  Drug 
Administration  will  communicate  by 
telephone  with  each  person  who  re¬ 
quested  an  opportunity  to  be  heard,  re¬ 
garding  the  time  his  or  her  oral  pres¬ 
entation  is  scheduled  to  begin  and  the 
amount  of  time  allocated  for  his  or  her 
presentation.  The  Food  and  Drug  Ad¬ 
ministration  may  require  Joint  presenta¬ 
tions  by  persons  sharing  common  views. 
The  Food  and  Drug  Administration  will 
prepare  a  hearing  schedule,  listing  the 
participants  and  the  time  allotted  to 
each,  which  shall  be  filed  with  the  Hear¬ 
ing  Clerk  and  a  copy  mailed  to  each 
participant. 

The  hearing  will  be  transcribed.  Any 
interested  person  may,  consistent  with 
the  orderly  conduct  of  the  meeting,  also 
record  or  otherwise  make  his  or  her  own 
transcript  of  the  meeting.  Each  partic¬ 
ipant  may  use  the  allotted  time  however 
he  or  she  desires,  consistent  with  de¬ 
corum  and  order,  and  may  present  writ¬ 
ten  data,  information  or  views  for  inclu¬ 
sion  in  the  record  of  the  hearing.  Any 
person  who  desires  to  submit  an  advance 
written  statement  may  do  so  in  quin- 
tupllcate  to  the  Hearing  Clerk.  All  writ¬ 
ten  comments  and  statements  submitted 
before  August  15,  1975,  will  be  reviewed 
by  the  presiding  officer  prior  to  the  hear¬ 
ing,  so  that  full  repetition  at  the  hearing 
will  be  unnecessary.  A  participant  may 
be  accompanied  by  any  number  of  addi¬ 
tional  persons. 

If  a  participant  is  not  present  when 
his  or  her  presentation  Is  scheduled  to 
begin,  the  participants  following  will  be 
taken  In  order.  An  attempt  will  be  made 
to  hear  any  scheduled  participant  who 
misses  his  assigned  time  at  the  conclu¬ 
sion  of  the  hearing.  Other  Interested  per¬ 
sons  attending  the  hearing  who  did  not 
request  an  opportunity  to  speak  will  be 
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given  an  opportunity  to  make  oral  pres¬ 
entations  at  the  conclusion  of  the  hear¬ 
ing  to  the  extent  that  time  permits. 

The  presiding  officer,  as  well  as  any 
other  Food  and  Drug  Administration  em¬ 
ployee  serving  with  him  as  a  panel,  may 
question  any  participant  during  or  at  the 
conclusion  of  his  presentation.  No  other 
persons  attending  the  hearing  may  ques¬ 
tion  a  participant.  The  presiding  officer 
may  allot  additional  time  to  any  partic¬ 
ipant  if  he  concludes  that  it  is  in  the  pub¬ 
lic  interest,  but  may  not  reduce  the  time 
allotted  to  anyone. 

The  record  of  the  hearing  will  remain 
open  until  September  5, 1975,  for  the  sub¬ 
mission  of  any  additional  written  state¬ 
ments  or  comments  regarding  oral  pres¬ 
entations  made  at  the  hearing. 

No  written  submission,  or  any  portion 
thereof,  made  in  response  to  this  notice 
shall  be  received  or  held  in  confidence. 
The  administrative  record  of  this  rule 
making  proceeding  shall  consist  of  all 
relevant  Federal  Register  notices  and 
the  documents  to  which  they  refer,  all 
written  submissions  made  in  response  to 
this  notice,  and  the  transcript  of  the  oral 
hearing  made  by  the  Food  and  Drug  Ad¬ 
ministration.  The  administrative  record 
of  the  proceeding  shall  be  made  available 
for  public  examination. 

vm.  Proposed  regulation  for  the  la¬ 
beling  of  oral  hypoglycemic  drugs. 
Therefore,  pursuant  to  provisions  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act 
(secs.  502.505,  701(a).  52  Stat.  1050-1053, 
as  amended.  1055  (21  U.S.C.  352,  355, 
371(a)))  and  under  authority  delegated 
to  him  (21  CFR  2.120) .  the  Commissioner 
proposes  that  Part  310  of  Subchapter  D 
of  Title  21  of  the  Code  of  Federal  Reg¬ 
ulations  be  amended  by  adding  a  new 
S  310.510  as  follows: 

§  310.510  Labeling  for  oral  hypoglyce¬ 
mic  drugs. 

(a)  An  adequate  and  well -controlled 
clinical  trial  (the  University  Group  Dia¬ 
betes  Program  study)  has  indicated  that 
there  appears  to  be  an  increased  risk  of 
cardiovascular  mortality  associated  with 
the  administration  of  tolbutamide  and  of 
phenformin  (oral  hypoglycemic  drugs  of 
the  sulfonylurea  and  biguanide  cate¬ 
gories.  respectively)  to  maturity-onset 
diabetic  patients  as  compared  to  treat¬ 
ment  with  diet  alone  or  diet  plus  in¬ 
sulin.  The  Commissioner  concludes  that 
in  view  of  the  great  similarities  in  chemi¬ 
cal  structure  and  mode  of  action  for 
drugs  within  each  of  these  two  categories, 
it  is  prudent  from  a  safety  standpoint 
to  consider  that  the  possible  increased 
risk  of  cardiovascular  mortality  for  tol¬ 
butamide  and  phenformin  also  applies  to 
other  sulfonylurea  and  biguanide  drugs. 
Therefore,  the  labeling  for  oral  hypogly¬ 
cemic  drugs  shall  describe  properly  the 
conditions  for  their  use  and  include  a 
warning  concerning  the  possible  in¬ 
creased  risk  of  cardiovascular  mortality 
associated  with  such  use.  as  set  forth  in 
paragraphs  (b)  and  (c)  of  this  section. 

(b)  Labeling  for  oral  hypoglycemic 
drugs  of  the  sulfonylurea  category  shall 
be  as  follows: 


Description 

(Trade  name,  established  name)  Is  an  oral 
blood-gluoose-lowerlng  drug  of  the  sulfonyl¬ 
urea  category.  It  Is  a  white,  crystalline  com¬ 
pound,  formulated  as  a  tablet  for  oral  ad¬ 
ministration.  (Manufacturer  to  add  struc¬ 
tural  formula  and  other  appropriate  infor¬ 
mation.) 

Actions 

Administration  of  (drug)  appears  to  lower 
the  blood  glucose  lnltlaly  by  stimulating  the 
release  of  Insulin  from  the  pancreas;  the 
effeot  Is  thus  dependent  on  functioning  beta 
cells  in  the  pancreatic  Islets.  The  mechan¬ 
ism  by  which  (drug)  lowers  blood  glucose 
during  long  term  administration  has  not  been 
clearly  established.  Many  patients  who  at  first 
demonstrate  an  adequate  glucose-lowering 
effect  with  a  sulfonylurea  agent  subsequently 
prove  to  be  no  longer  satisfactorily  respon¬ 
sive.  l.e.,  secondary  failure  may  occur. 

(Manufacturer  to  supply  information 
about: 

1.  Absorption. 

2.  Metabolism  and  excretion. 

3.  Plasma  half-life  and  the  effect  of  hep- 
taic  or  renal  impairment  on  blood  levels, 
metabolism,  and  excretion. 

4.  Peak  and  duration  of  gluoose-lowerlng 
effect.  Indicating  the  duration  of  effect  rela¬ 
tive  to  the  class  of  sulfonylurea  agents,  e.g., 
shortest  acting,  longest  acting,  etc. 

5.  Mechanism  of  drug  Interaction  with 
agents  that  Impair  or  potentiate  drug  effect.) 

Indications 

(Drug)  is  indicated  to  control  symptoms 
due  to  hyperglycemia  In  patients  with 
maturity-onset  nonketotic  diabetes  mellltus 
whose  symptoms  cannot  be  controlled  by  diet 
alone  and  In  whom  Insulin  cannot  be  used 
because  of  patient  unwillingness,  erratic 
adherence  to  the  injection  regimen,  poor 
vision,  physical  or  mental  handicap.  .Insulin 
allergy,  employment  requirements,  or  other 
similar  factors. 

(Drug)  may  also  be  used  to  lower  blood 
glucose  in  asymptomatic  patients  whose 
blood  glucose  elevation  cannot  be  controlled 
by  diet  alone  and  in  whom  insulin  cannot 
be  used  for  any  of  the  above  reasons.  In  con¬ 
sidering  the  use  of  (drug)  In  asymptomatic 
patients,  it  should  be  recognized  that  whether 
or  not  controlling  the  blood  glucose  Is  effec¬ 
tive  In  preventing  the  long  term  cardio¬ 
vascular  or  neural  complications  of  diabetes 
is  an  unanswered  scientific  question. 

The  use  of  (drug)  may  be  associated  with 
an  Increased  risk  of  cardiovascular  mortality 
as  compared  to  diet  alone  or  diet  plus  in¬ 
sulin;  see  WARNINGS.  For  this  reason.  It 
should  be  used  only  when  the  advantages  in 
the  individual  patient  Justify  the  potential 
risk.  The  patient  should  be  Informed  of  the 
advantages  and  potential  risks  of  (drug)  and 
of  alternative  modes  of  therapy  and  should 
participate  In  the  decision  to  use  this  drug. 

The  foundation  of  therapy  In  the  obese 
maturity-onset  diabetic  Is  caloric  restriction 
and  weight  loss.  Proper  dietary  management 
alone  Is  often  effective  in  controlling  the 
blood  glucose  and  eliminating  symptoms  of 
polydipsia  and  polyuria.  Use  of  (drug)  must 
be  considered  by  both  the  physician  and 
patient  as  a  treatment  in  addition  to  diet 
and  not  as  a  substitute  for  diet  or  as  a  con¬ 
venient  mechanism  for  avoiding  dietary 
restraint. 

Many  patients  who  are  initially  responsive 
to  oral  hypoglycemic  drugs  become  unre¬ 
sponsive  or  poorly  responsive  over  a  period  of 
time,  usually  1  to  5  years.  (Drug)  should  be 
given  only  to  patients  demonstrated  to  be 
responsive  to  it:  see  DOSAGE  AND  ADMIN¬ 
ISTRATION  for  discussion  of  secondary  fail¬ 


ure.  Short  term  administration  of  (drug) 
may  be  sufficient  during  periods  of  transient 
loss  of  control. 

Conoomitant  Therapy  with  a  Biguanide. 
(Drug)  may  be  used  in  conjunction  with 
phenformin  to  control  symptoms  due  to 
hyperglycemia  In  patients  with  maturity- 
onset  nonketotic  diabetes  mellltus  whose 
symptoms  cannot  be  controlled  by  diet  and 
maximum  recommended  doses  of  either  drug 
alone  and  in  whom  insulin  cannot  be  used  for 
any  of  the  reasons  cited  above. 

In  considering  the  use  of  concomitant 
therapy,  it  should  be  noted  that  both  a 
sulfonylurea  drug  (tolbutamide)  and  a 
biguanide  drug  (phenformin)  have  been  re¬ 
ported  to  be  associated  with  increased 
cardiovascular  mortality;  see  WARNINGS. 
In  addition,  phenformin  can  produce  lethal 
lactic  acidosis  In  some  patients.  Thus  the 
use  of  (drug)  In  association  with  phenformin 
carries  a  greater  risk  than  the  use  of  (drug) 
alone. 

If  a  Judgment  Is  made  that  (drug)  and 
phenformin  are  to  be  used  together  In  a 
particular  patient.  It  should  be  established 
that  the  patient  Is  responsive  to  both  drugs. 
This  may  be  accomplished  either  by  a  trial 
of  each  drug  separately  or  by  adding  the 
second  drug  and  then  tapering  the  dosage 
of  the  first,  observing  for  diminished  control 
of  blood  glucose.  Once  the  need  for  both 
drugs  Is  established,  the  desired  control  of 
blood  sugar  may  be  obtained  by  adjusting 
the  dose  of  either  drug.  The  possibility  of 
hypoglycemia  should  be  anticipated  and  ap¬ 
propriate  precautions  taken.  See  package 
Insert  for  phenformin  hydrochloride  for 
CONTRAINDICATIONS.  WARNINGS,  PRE¬ 
CAUTIONS.  ADVERSE  REACTIONS,  and 
DOSAGE  AND  ADMINISTRATION. 

Contraindications 

(Drug)  Is  contraindicated  In  patients 
with: 

1.  Known  hypersensitivity  or  allergy  to 
the  drug. 

2.  Diabetic  ketoacidosis,  with  or  without 
coma.  Such  patients  should  be  treated  with 
Insulin. 

Warnings 

SPECIAL  WARNINGS  ON  CARDIOVASCULAR 
MORTALITY 

(This  subsection  of  labeling  to  be  boxed, 
set  in  boldface  type,  and  placed  at  the  be¬ 
ginning  of  WARNINGS  section  of  labeling.) 

The  administration  of  oral  hypoglycemic 
drugs  may  be  associated  with  Increased  car¬ 
diovascular  mortality  as  compared  to  treat¬ 
ment  with  diet  alone  or  diet  plus  Insulin. 

This  warning  is  based  on  the  study  con¬ 
ducted  by  the  University  Group  Diabetes 
Program  (UGDP),  a  long  term  prospective 
clinical  trial  designed  to  evaluate  the  effec¬ 
tiveness  of  glucose-lowering  drugs  in  pre¬ 
venting  or  delaying  vascular  complications 
In  patients  with  maturity-onset  nonketotic 
diabetes.  The  study  involved  1.027  patients 
who  were  randomly  assigned  to  one  of  five 
treatment  groups  (Diabetes,  19  (supp.  2): 
747-830,  1970;  Diabetes,  24  (supp.  1):  65- 
184.  1975). 

The  UGDP  reported  that  patients  treated 
for  5  to  8  years  with  diet  plus  a  fixed  dose 
of  tolbutamide  (1.5  grams  per  day)  or  diet 
plus  a  fixed  dose  of  phenformin  (100  milli¬ 
grams  per  day)  had  a  rate  of  cardiovascular 
mortality  approximately  twice  that  of  pa¬ 
tients  treated  with  diet  alone  or  diet  plus 
Insulin.  Total  mortality  was  Increased  in  both 
the  tolbutamide-  and  phenformln-treated 
groups,  but  this  Increase  was  statistically  sig¬ 
nificant  only  for  phenformin.  Despite  con¬ 
troversy  regarding  the  interpretation  of  these 
results,  the  findings  of  the  UGDP  study  pro¬ 
vide  adequate  scientific  basts  for  this  warning. 


FEDERAL  REGISTER,  VOL  40,  NO.  1 30 — MONDAY,  JULY  7,  1975 


28594 


PROPOSED  RULES 


Although  only  one  drug  In  the  sulfonylurea 
category  (tolbutamide)  and  one  In  the  bl- 
gu&nide  category  (phenformln)  were  In¬ 
cluded  In  this  study,  It  Is  prudent  from  a 
safety  standpoint  to  consider  that  this  re¬ 
sult  may  also  apply  to  other  oral  hypogly¬ 
cemic  drugs  in  these  categories,  in  view  of 
the  close  similarities  In  mode  of  action  and 
chemical  structure  among  the  drugs  In  each 
category. 

(Drug)  should  be  used  in  preference  to  In¬ 
sulin  only  in  patients  with  maturity-onset 
diabetes  whose  symptoms  or  blood  glucose 
level  cannot  be  controlled  by  diet  alone  and 
only  when  the  advantages  In  the  Individual 
patient  Justify  the  potential  risk;  see  IN¬ 
DICATIONS.  The  patient  should  be  Informed 
of  the  advr stages  and  potential  risks  of 
(drug)  and  of  alternative  modes  of  therapy 
and  should  participate  In  the  decision  to  use 
this  drug. 

(Drug)  Is  not  effective  In  patients  with 
Juvenile  diabetes  or  insulin-dependent  dia¬ 
betes  at  any  age.  Such  patients  should  be 
treated  with  Insulin.  The  concomitant  long 
term  use  of  Insulin  and  (drug)  In  an  Individ¬ 
ual  patient  Is,  In  view  of  the  potential  risk 
of  Increased  cardiovascular  mortality  with 
(drug),  less  safe  on  a  benefit-risk  basis  than 
the  use  of  Insulin  alone. 

The  effectiveness  of  any  oral  hypogly¬ 
cemic  drug.  Including  (drug),  in  lowering 
blood  glucose  to  a  desired  level  decreases  In 
a  large  number  of  patients  as  the  drug  Is 
administered  over  a  period  of  months  or 
years,  in  part  because  the  patient’s  blood 
glucose  tends  to  rise  over  time  and  in  part 
because  of  diminished  responsiveness  to  the 
drug.  This  phenomenon  Is  known  as  second¬ 
ary  failure  to  distinguish  It  from  primary 
failure  In  which  the  drug  is  Ineffective  in 
an  Individual  patient  at  the  time  of  Its 
Initial  administration.  See  DOSAGE  AND 
ADMINISTRATION. 

Renal  or  hepatic  insufficiency  may  cause 
elevated  blood  levels  of  (drug)  and  increase 
the  risk  of  serious  hypoglycemic  reactions. 

Pregnancy:  (Data  and  Interpretation  re¬ 
lated  to  reprodwctiom  and  teratology  studies 
to  be  supplied  by  manufacturer) . 

Prolonged  severe  bypeglyeerala  (4  to  10 
days)  has  been  reported  In  neonates  born 
to  mothers  who  were  receiving  a  sulfonyl¬ 
urea  drug  at  the  time  of  delivery.  Neonatal 
hypoglycemia  has  been  reported  more  fre¬ 
quently  following  use  of  the  longer-acting 
agents.  If  (drug)  Is  used  during  pregnancy. 
It  should  be  discontinued  (time  period  to 
be  supplied  by  manufacturer)  before  the 
expected  delivery  date. 

Precautions 

Hypoglycemia:  All  sulfonylurea  drugs  are 
capable  of  producing  severe  hypoglycemia. 
Particularly  susceptible  are  elderly  patients, 
patients  with  Impaired  hepatic  or  renal  func¬ 
tion,  patients  who  are  debilitated  or  mal¬ 
nourished,  and  patients  with  adrenal  or 
pituitary  Insufficiency.  Hypoglycemia  is  more 
likely  to  occur  when  caloric  Intake  is  defi¬ 
cient,  after  severe  or  prolonged  exercise,  or 
when  more  than  one  glucose-lowering  drug 
Is  used. 

(To  be  Inserted  for  chlorpropamide  only : ) 
Because  of  the  long  half-life  of  chlorpropa¬ 
mide,  patients  who  become  hypoglycemic 
during  therapy  require  careful  supervision 
of  the  dose  for  at  least  3  to  5  days,  during 
which  time  frequent  feedings  are  essential. 
It  may  be  necessary  to  hospitalize  such 
patients  and  give  Intravenous  glucose. 

Certain  drugs  may  potentiate  the  hypo¬ 
glycemic  action  of  (drug).  Including  phen¬ 
ylbutazone.  oxyphenbutazone,  salicylates, 
sulfonamides,  chloramphenicol,  probenecid, 
coumarins,  monoamine  oxidase  Inhibitors, 
and  beta-adrenergic  blocking  agents.  See 
ACTIONS.  When  such  drugs  are  adminis¬ 


tered  to  a  patient  receiving  (drug) ,  the  pa¬ 
tient  should  be  observed  closely  lor  hypo¬ 
glycemia. 

Lou  of  Control  of  Blood  Sugar:  When  a 
patient  stabilized  on  any  diabetic  regimen 
Is  exposed  to  stress  such  as  fever,  trauma, 
Infection,  or  surgery,  a  loss  of  control  may 
occur.  At  such  times  It  may  be  necessary 
to  discontinue  (drug)  and  administer 
Insulin. 

Certain  drugs  tend  to  produce  hypergly¬ 
cemia  and  may  lead  to  loss  of  control.  These 
drugs  Include  the  thiazides  and  other  oral 
diuretics,  corticosterlods,  and  (to  be  supplied 
by  manufacturer).  When  such  drugs  are  ad¬ 
ministered  to  a  patient  receiving  (drug),  the 
patient  should  be  carefully  observed  for  loss 
of  control. 

Pseudo-albuminuria  ( tolbutamide  only). 
Urine  containing  a  tolbutamide  metabolite 
may  give  a  false  positive  reaction  for  albumin 
If  the  acldlflcation-after-bolllng  test  Is  used, 
because  this  procedure  causes  the  metabolite 
to  precipitate  as  flocculent  particles.  Use  of 
the  sulfosalicyllc  acid  test  circumvents  this 
problem. 

Adverse  Reactions 

Hypoglycemia.  See  PRECAUTIONS. 
Gastrointestinal  Reactions.  Cholestatic 
Jaundice  may  occur  rarely;  (drug)  should  be 
discontinued  If  this  occurs. 

Gastrointestinal  disturbances,  e.g.,  nausea, 
epigastric  fullness,  and  heartburn  are  the 
most  common  reactions,  occurring  In  (manu¬ 
facturer  to  supply  estimate  of  Incidence). 
They  tend  to  be  dose  related  and  may  dis¬ 
appear  when  dosage  Is  reduced. 

Dermatologic  reactions.  Allergic  skin  reac¬ 
tions,  e.g„  pruritus,  erythema,  urticaria,  and 
morbilliform  or  maculopapular  eruptions 
occur  (manufacturer  to  provide  estimate  of 
Incidence) .  These  may  be  transient  and  may 
disappear  despite  continued  use  of  (drug); 
If  skin  reactions  persist,  the  drug  should  be 
discontinued. 

Porphyria  cutanea  tarda  and  photosensi¬ 
tivity  rectctions  have  been  reported. 

Hematologic  Reactions.  Leukopenia,  agran¬ 
ulocytosis,  thrombocytopenia,  hemolytic  ane¬ 
mia,  aplastic  anemia,  and  pancytopenia  have 
been  reported. 

Metabolic  Reactions.  Hepatic  porphyria, 
dlsulflram-llke  reactions  (manufacturer  to 
supply  further  details) . 

(To  be  Inserted  for  chlorpropamide  only.) 
Endocrine  Reactions.  On  rare  occasions 
(drug)  has  caused  a  reaction  Identical  to 
the  syndrome  of  Inappropriate  antidiuretic 
hormone  (ADH)  secretion.  The  features  of 
this  syndrome  result  from  excessive  water 
retention  and  Include  hyponatremia,  low 
serum  osmolality,  and  high  urine  osmolality. 

Dosage  and  Administration 

There  Is  no  fixed  dosage  regimen  for  the 
management  of  diabetes  mellltus  with 
(drug)  or  any  other  agent.  In  addition  to 
the  usual  monitoring  of  urinary  glucose,  the 
patient’s  blood  glucose  must  also  be  moni¬ 
tored  periodically: 

a.  To  determine  the  minimum  drug  dosage 
that  will  lower  the  blood  glucose  adequately. 

b.  To  detect  primary  failure,  Le.,  Inade¬ 
quate  lowering  of  blood  glucose  when  the 
drug  Is  first  used,  even  though  dose  has  been 
raised  to  the  maximum  level  recommended; 
and 

c.  To  detect  secondary  failure,  Le.,  loss  of 
adequate  blood -glucose-lowering  response 
after  an  Initial  period  of  effectiveness.  (Drug) 
should  be  discontinued,  with  careful  mon¬ 
itoring  of  blood  glucose  at  least  annually 
to  be  certain  that  (drug)  Is  continuing  to 
lower  the  blood  glucose. 

Short  term  administration  of  (drug)  may 
be  sufficient  during  periods  of  transient  loss 
of  control. 


(Manufacturer  to  supply  the  following  de¬ 
tails  of  dosage  for  each  sulfonylurea; 

1.  Usual  starting  dose. 

2.  Maximum  dose. 

3.  Dose  beyond  which  a  response  is  usually 
not  seen  If  patient  has  not  already  had  some 
response. 

'4.  Usual  maintenance  dose. 

6.  Dosage  Interval,  with  reasons,  e.g.,  avoid 
GI  tolerance,  short  half-life  of  drug,  etc. 

6.  Caution  regarding  dosage  In  elderly.) 

How  Supplied 

(To  be  supplied  by  manufacturer.) 

(c)  Labeling  for  oral  hypoglycemic  drugs 
of  the  biguanide  category  shall  be  as  follows : 

Description 

(Trade  name,  established  name)  Is  an 
oral  blood-glucose-lowerlng  drug  of  the 
biguanide  category.  It  Is  a  white,  crystal¬ 
line,  water-soluble  compound,  formulated  as 
(to  be  supplied  by  firm)  for  oral  adminis¬ 
tration.  (Manufacturer  to  add  structural 
formula  and  other  appropriate  Information.) 

Actions 

The  mechanism  of  action  of  phenformln 
Is  not  established  but  its  ability  to  cause 
Increased  peripheral  glucose  uptake  In  vitro 
appears  to  be  related  to  Its  Inhibition  of  cel¬ 
lular  oxidative  processes.  It  does  not  stimu¬ 
late  Insulin  production.  Many  patients  who 
at  first  demonstrate  an  adequate  glucose- 
lowering  effect  with  (drug)  subsequently 
prove  to  be  no  longer  satisfactorily  respon¬ 
sive,  l.e„  secondary  failure  may  occur. 

(Manufacturer  to  supply  information 
about: 

1.  Absorption. 

2.  Metabolism  and  excretion. 

3.  Plasma  half-life  and  the  effect  of  he¬ 
patic  or  renal  Impairment  on  blood  levels, 
metabolism,  and  excretion. 

4.  Peak  and  duration  of  gluoose-lowerlng 
effect. 

5.  Mechanism  of  drug  interaction  with 
agents  that  Impair  or  potentiate  drug 
effect.) 

Indications 

Identical  to  sulfonylurea  label,  except  for 
substitution  of  the  following  section  relating 
to  eoxMonritant  therapy : 

Concomitant  Therapy.  Phenformln  may  be 
used  In  conjunction  with  a  sulfonylurea  to 
control  symptoms  due  to  hyperglyoemla  In 
patients  with  maturity-onset  nonketotic  di¬ 
abetes  mellltus  whose  symptoms  cannot  be 
controlled  by  diet  and  maximum  recom¬ 
mended  doses  of  either  drug  alone  and  In 
whom  Insulin  cannot  be  used  for  any  of  the 
reasons  cited  above. 

In  considering  the  use  of  concomitant 
therapy,  it  should  be  noted  that  both  phen¬ 
formln  and  a  sulfonylurea  drug  (tolbmutam- 
lde)  have  been  reported  to  be  associated 
with  Increased  cardiovascular  mortality; 
see  WARNINGS.  Thus  the  use  of  phenformln 
In  association  with  a  sulfonylurea  may  carry 
a  greater  risk  than  the  use  of  phenformln 
alone. 

If  a  Judgment  Is  made  that  phenformln 
and  a  sulfonylurea  are  to  be  used  together 
In  a  particular  patient.  It  should  be  estab¬ 
lished  that  the  patient  Is  responsive  to  both 
drugs.  This  may  be  accomplished  either  by  a 
trial  of  each  drug  separately  or  by  adding 
the  second  drug  and  then  tapering  the  dos¬ 
age  of  the  first,  observing  for  diminished 
control  of  blood  glucose.  Once  the  need  for 
both  drugs  Is  established,  the  desired  control 
of  blood  sugar  may  be  obtained  by  adjust¬ 
ing  the  dose  of  either  drug.  The  possibility 
of  hypoglycemia  should  be  anticipated,  and 
appropriate  precautions  taken.  See  package 
Insert  for  the  appropriate  sulfonylurea  for 
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CONTRAINDICATIONS.  WARNINGS.  PRE¬ 
CAUTIONS,  ADVERSE  REACTIONS,  and 
DOSAGE  AND  ADMINISTRATION. 

Contraindications 

(Drug)  is  contraindicated  in  patients  with: 

1.  Known  hypersensitivity  or  allergy  to  the 
drug. 

2.  A  history  of  lactic  acidosis. 

3.  Disease  states  associated  with  hypoxemia 
including  cardiovascular  collapse  and  acute 
myocardial  infarction. 

4.  Severe  renal  disease. 

5.  Alcoholism. 

6.  Diabetic  ketoacidosis  with  or  without 
coma.  Such  patients  should  be  treated  with 
Insulin. 

Warnings 

Special  Warning  on  Cardiovascular 
Mortality 

(Identical  to  boxed,  boldface  sulfonylurea 
labeling.) 

(Drug)  is  not  adequate  therapy  In  patients 
with  Juvenile  diabetes  or  insulin-dependent 
diabetes  at  any  age.  Such  patients  should  be 
treated  with  diet  and  Insulin.  The  con¬ 
comitant  long  term  use  of  Insulin  and 
(drug)  in  an  individual  patient  is.  in  view 
of  the  risk  of  Increased  cardiovascular  mor¬ 
tality  with  (drug) ,  less  safe  on  a  benefit-risk 
basis  than  the  use  of  Insulin  alone. 

The  effectiveness  of  any  oral  hypoglycemic 
drug,  including  (drug),  In  lowering  blood 
glucose  to  a  desired  level  decreases  in  a  large 
number  of  patients  as  the  drug  is  admin¬ 
istered  over  a  period  of  months  or  years,  In 
part  because  the  patient’s  blood  glucose 
tends  to  rise  over  time  and  in  part  because 
of  diminished  responsiveness  to  the  drug. 
This  phenomenon  is  known  as  secondary 
failure,  to  distinguish  it  from  primary  failure 
in  which  the  drug  is  ineffective  in  an  in¬ 
dividual  patient  at  the  time  of  its  initial 
administration.  See  DOSAGE  AND  ADMIN¬ 
ISTRATION. 

Lactic  Acidosis:  There  have  been  numerous 
reports  of  lactic  acidosis  In  patients  receiving 
phenformln.  Lactic  acidosis  is  an  often  fatal 
metabolic  acidosis  characterized  by  elevated 
blood  lactate  levels,  an  Increased  lactate-to- 
pyruvate  ratio,  and  decreased  blood  pH. 
Azotemia  ranging  from  mild  to  severe  Is 
present  In  most  of  the  reported  cases  of  lactic 
acidosis.  Azotemia  can  result  from  dehydra¬ 
tion,  and  some  patients  developing  lactic 
acidosis  associated  with  azotemia  have  had 
normal  serum  creatinine  levels  when  properly 
hydrated.  The  following  specific  precautions 
should  be  observed  when  administering 
phenformln : 

a.  Impairment  of  renal  function  increases 
the  risk  of  lactic  acidosis.  Renal  function 
tests,  such  as  serum  creatinine,  should  be 
performed  prior  to  phenformln  therapy  and 
at  least  annually  thereafter.  Phenformln 
should  not  be  used  in  patients  with  impaired 
renal  function,  e.g.,  serum  creatinine  over 
1.5  milligrams/ 100  milliliters,  except  in 
extraordinary  circumstances. 

b.  Cardiovascular  collapse  (shock),  conges¬ 
tive  heart  failure,  acute  myocardial  infarc¬ 
tion  and  other  conditions  characterized  by 
hypoxemia  have  been  associated  with  lactic 
acidosis  and  also  may  cause  prerenal  azo¬ 
temia.  Use  of  phenformln  in  patients  par¬ 
ticularly  prone  to  develop  such  conditions 
must  be  carefully  considered  and  the  risks 
weighed  against  possible  benefits.  When  such 
events  occur  in  patients  on  phenformln  ther¬ 
apy,  the  drug  should  be  discontinued 
promptly. 

c.  Gastrointestinal  disturbances  are  the 
most  common  adverse  reactions  to  phenfor¬ 
mln  therapy.  These  symptoms  must  he  dis¬ 
tinguished  from  the  symptoms  of  develop¬ 
ing  lactic  acidosis.  Anorexia  and  mild  nausea 
are  common  side  effects  of  phenformln,  par¬ 


ticularly  upon  initiation  of  therapy.  Nausea, 
vomiting,  malaise,  or  abdominal  pain  may 
herald  the  onset  of  lactic  acidosis.  The  pa¬ 
tient  should  be  Instructed  to  notify  the 
physician  Immediately  at  the  onset  of  any  of 
these  gastrointestinal  symptoms  or  of  hyper¬ 
ventilation.  Phenformln  should  be  with¬ 
drawn  until  the  situation  is  clarified  by  de¬ 
termination  of  serum  electrolytes  and  ke¬ 
tones,  blood  glucose,  and.  if  indicated,  blood 
pH,  lactate,  and  pyruvate  levels. 

d.  Lactic  acidosis  has  a  significant  mortal¬ 
ity  and,  when  suspected,  must  be  treated 
promptly  by  discontinuing  phenformln  and 
giving  bicarbonate  infusions  and  other  ap¬ 
propriate  therapy  even  before  the  results  of 
lactate  determinations  are  available.  Lactic 
acidosis  should  be  suspected  in  any  diabetic 
patient  with  metabolic  acidosis  in  the  ab¬ 
sence  of  ketonurla  and  ketonemla,  uremia, 
and  methanol  or  salicylate  poisoning. 

e.  The  physician  should  use  special  caution 
after  Initiating  phenformln  therapy,  after 
Increasing  the  drug  dosage,  and  in  circum¬ 
stances  that  may  cause  dehydration  leading 
to  impaired  renal  function. 

f.  Alcohol  is  known  to  potentiate  the  effect 
of  phenformln  in  elevating  blood  lactate 
levels,  and  patients  should  be  warned  against 
excessive  alcoholic  Intake  while  receiving 
phenformln. 

g.  Impaired  hepatic  function  has  been  as¬ 
sociated  with  some  cases  of  lactic  acidosis. 
Particular  caution  must  be  observed  when 
administering  (drug)  to  patients  with 
hepatic  disease. 

Pregnancy:  (Data  and  Interpretation  re¬ 
lated  to  reproduction  and  teratology  studies 
to  be  supplied  by  manufacturer). 

Precautions 

Hypoglycemia:  Hypoglycemia  Is  unusual  In 
patients  receiving  (drug)  alone,  but  may 
occur  when  caloric  Intake  is  deficient,  when 
strenuous  exercise  is  not  compensated  by 
caloric  supplementation,  or  when  more  than 
one  hypoglycemic  drug  Is  used. 

(Manufacturer  to  supply  paragraph  on 
potentiating  drugs.) 

Loss  of  Control  of  Blood  Sugar:  Identical 
to  sulfonylurea  labeling. 

Change  in  Clinical  Status  of  Previously 
Controlled  Diabetic:  A  diabetic  patient  pre¬ 
viously  well-controlled  on  phenformln  who 
develops  laboratory  abnormalities  or  clinical 
Illness  (especially  vague  and  poorly  defined 
illness)  should  be  evaluated  promptly  for 
evidence  of  ketoacidosis  or  lactic  acidosis. 
Evaluation  should  Include  serum .  electro¬ 
lytes  and  ketones,  blood  glucose,  and,  if  indi¬ 
cated,  blood  pH,  lactate,  and  pyruvate  levels. 
Acidosis  of  either  form  necessitates  with¬ 
drawing  phenformln  and  initiating  other  ap¬ 
propriate  corrective  measures. 

Starvation  Ketosis:  This  must  be  dif¬ 
ferentiated  from  tnsulln-deflclent  ketosis  and 
is  characterized  by  ketonurla  with  little  or  no 
glucosurla  and  relatively  normal  blood  glu¬ 
cose  levels.  This  may  result  from  excessive 
dosage  of  phenformln  or  insufficient  carbohy¬ 
drate  Intake. 

Adverse  Reactions 

Hypoglycemia:  See  PRECAUTIONS. 

Gastrointestinal  Reactions:  Gastrointesti¬ 
nal  disturbances  such  as  anorexia,  nausea, 
vomiting,  and  diarrhea  are  the  most  common 
adverse  reactions  (manufacturer  to  supply 
frequency)  and  are  dose  related.  These  symp¬ 
toms  must  be  distinguished  from  the  prodro- 
mata  of  lactic  acidosis.  See  WARNINGS  sec¬ 
tion  for  discussion  of  lactic  acidosis.  They 
may  also  cause  dehydration  and  prerenal  azo¬ 
temia,  which  require  discontinuation  of  the 
drug  until  renal  function  is  again  normaL 
Phenformln  should  be  discontinued  if  vomit¬ 
ing  occurs.  An  unpleasant  metallic  taste  is  a 


warning  signal  of  impending  gastrointestinal 
disturbances. 

Dermatologic  Reactions:  (Manufacturer  to 
supply  data,  including  estimate  fo  inci¬ 
dence.) 

Miscellaneous  Reactions:  Fatigue  and 
weakness.  Anorexia,  nausea,  and  vomiting 
may  occur  in  association  with  the  intake  of 
alcohol. 

Dosage  and  Administration 

There  is  no  fixed  dosage  regimen  for  the 
management  of  diabetic  mellitus  with  (drug) 
or  any  other  agent.  In  addition  to  the  usual 
monitoring  of  urinary  glucose,  the  patient's 
blood  glucose  must  also  be  monitored 
periodically: 

a.  To  determine  the  minimum  drug  dosage 
that  will  lower  the  blood  glucose  adequately. 

b.  To  detect  primary  failure,  i.e.,  Inade¬ 
quate  lowering  of  the  blood  glucose  when  the 
drug  Is  first  used,  even  though  dose  has  been 
raised  to  the  maximum  level  recommended. 

c.  To  detect  secondary  failure,  i.e.,  loss  of 
adequate  blood-glucose-lowering  response 
after  an  initial  period  of  effectiveness.  Drug 
should  be  discontinued  with  careful  monitor¬ 
ing  of  blood  glucose  at  least  annually  to  be 
certain  that  (drug)  is  continuing  to  lower  the 
blood  glucose. 

Short  term  administration  of  (drug)  may 
be  sufficient  during  periods  of  transient  loss 
of  control. 

(Manufacturer  to  supply  the  following  de¬ 
tails  of  dosage: 

1.  Usual  starting  dose. 

2.  Maximum  dose. 

3.  Dose  beyond  which  a  response  is  usually 
not  seen  if  patient  has  not  already  had  some 
response. 

4.  Usual  maintenance  dose. 

5.  Dosage  Interval,  with  reasons,  e.g.,  avoid 
GI  Intolerance,  short  half-life  of  drug,  etc. 

6.  Caution  regarding  dosage  In  elderly.) 

How  Supplied 

(To  be  supplied  by  manufacturer.) 

(d)  Each  holder  of  an  approved  new  drug 
application  for  an  oral  hypoglycemic  agent 
shall  submit  a  supplement  to  his  applica¬ 
tion  under  the  provisions  of  f  314.8(d)  of 
this  chapter  to  provide  for  labeling  as  de¬ 
scribed  In  paragraphs  (b)  and  (c)  of  this 
section.  The  labeling  in  such  supplement 
shall  be  identical  in  wording  to  the  labeling 
in  paragraphs  (b)  or  (c)  of  this  section 
where  precise  wording  is  specified,  shall  pro¬ 
vide  information  on  each  of  the  points  where 
wording  is  delegated  to  the  manufacturer, 
and  shall  contain  no  additional  or  extraneous 
information.  Such  supplement  shall  be  sub¬ 
mitted  within  10  days  after  (effective  date 
of  the  final  regulation).  Any  oral  hypogly¬ 
cemic  drug  with  labeling  not  in  compliance 
with  this  section  and  shipped  into  Interstate 
commerce  after  (60  days  after  effective  date 
of  the  final  regulation)  shall  be  subject  to 
regulatory  action. 

Interested  persons  may,  on  or  before 
September  5, 1975,  submit  to  the  Hearing 
Clerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville, 
MD  20852,  written  comments  regarding 
this  proposal.  Comments  shall  be  filed  In 
quintuplicate  and  shall  be  Identified  with 
the  Hearing  Clerk  docket  number  found 
In  the  document  heading.  Received  com¬ 
ments  may  be  seen  in  the  above  office 
during  working  hours,  Monday  through 
Friday. 

Dated:  July  1, 1975. 

A.  M.  Schmidt, 

Commissioner  of  Food  and  Drugs. 

[FR  Doc.75-17530  Filed  7-3-75:8:45  am] 
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